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2003-059073 A ^-S* I 1/ 



[#^^] mm 

B03066 

vmm^m^m\ a6ik 38/00 

C07K 14/705 
C12N 15/12 
G01N 33/53 

mmximm] mm-=><^mB it@ 7«i9 &mmB^^y 1 

4 0 2f 

urn fflu 

[&ffi Ximffi] 9fc»*o < if 3Tgl7fll n ^ a - # 
33^606f 

iftMXttew i mm-? < ffurm 2 t a 1 4 « 5 itiv * *> 3 v 2 
0 1 

[fcBfr Xfi^] ^S^TjT^ 1 T S 4 2 3 

mmximm) mmmimETw-x&msL 1444 2 3 
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2003-059073 £ 



^-v! 2/E 



[«SU#-f-l 000002934 
[f»SU#^] 100114041 

[mwm^] 100106323 

IffiM^! #M2002-324189 
[ffiKB] ¥$14^11J3 7B 

B02356 

[ffiK*^] #M2002-367119 
[tbIB] ¥^14^12^18B 
[SEa#-f-l B02396 

v?m&mft\ 005U2 

21.000R 

MM**] E*B* i 

mm i 

i 

[-SLiSfKE^**] 9909276 
[&^##c#-5§-] 0203423 
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0^12 0 0 3-0 5 9 0 7 3 ^ : 1/ 

3aU6*HIH»$tLrv^BB^J»^: 2 1 4fet±E2?9#^: 2 2 T^Sfr&T 5 y m 

: i 7 xm $ r ^ y mmm t m— & t < li^jt w cr-ot^^ msa^j 

[W^7] Ntt<o frit* ftx^&Wintt: 17. 
ie^J#^- : 1 8> E?<l#^ : 1 9 1 tzizw&m-^ : 2 0 -cottar* smsem 
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2003-059073 ^ ^- v : 2/ 

[m^m i o i ^^w-r?* 8ttzi±9 ifitoEio 
^^jfiLtt^iL. ^Hkxy*vh— t»*. *g*//, y*^?\ iffi^ Hi® 

& 1^1, MtiM, IBM, TW^-r-m. r> 

wis, iiiMMits (als) > i>fxsnE, 

[■1*311 4] Wfcfcgl 2fE*^ffi#*^£LT&&OTfaJo 

im^mi 6] nam. 7v;^-fei r^wa §s 

fc&ttigFJfiLteMU Mtti^vf-f^, <e*A/, flgtHifiU MS 

y^ «3Msrtt«*«flafe (als) > ^x« N « itttw 

ft^-ff- Yt?zlZJr<Di&&£Tf (2) 1 IBmo^:/?- h\ 
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2003-059073 A '• 3/ 



[W^tgi 8] (i) @^0#^-: 2ti^^^7^ ymis^ijfciwi— t< 

^^KSfcte^co^ilF (2) <DW*R3IB*©^^K, f075 K* 

im*^ 1 9 ] : 2 -e^ $ *l& r 5 y mifi^J t ra— *> t < »±»tw k 
[»^2 0] (i) ie^ii#-^: 2 "c^bsttars ymsa^ijtiwi— & l< urn 

$"<7?-}?ttzliZ<D&33£V ! (2) (DBf^ 1 WM<0^-77- K> Z<DT^ 

n.^mt^^t^mttzit^<Dm.^^ir^^t^^t-r^m^^y^-w: 
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#12 0 0 3-0 5 9 0 7 3 A ^- v? : 4/ 



ttzii^rOi&t <DB&& Z fz it v ^ ;W*5t £ mt Z&Ztt&m ttzte%<0&<0 
[»3ft®2 2] St^l 7&L<}±1 8iaRO^^ , ;-->^^**fett«l*5l 
<D^<~77- h\ %<DT^ Yi>\^<[t^(D^T)V^tz\t^<Dm.bWM^r'. 2^ 

m&M^nmu^^-M^nitzit^^tco^^tfzit^^i-^u^m 
it z -fr %> tt&w t tz ii-eoto 

[»*^2 3] T^-* h"C*&Mf:frg2 2 lam^b^o 

2 4] 7V^^1> -Cfc&fffcfcg 2 2 Um<Difrkm o 

\ttHO&2 5] m^iiamo^^K, *<ars Fi>L<te*wx-x-T)\'ttz 
i± <?- : 2 -r^fr $ r ^ j aue?!i t ra— t < tin® n k m— 

U*3fc®2 7] ffl|3fr®2 3|fim<7)T3'^^h^^bT^^^^Jo 
[»^2 8] 8f3fcg2 3IB*^>T=f-^ b«r^*b"C**i»^ rVK-*l 

&§m.mkfc. Tw^-^-m, /i-*>v*m* wmmn.mmmtm (al 
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2003-059073 ^ ^~ 5> : 5/ 

[it ^3 5] m^Ms 4famo^®^#*^t> 9ismoG^e 

Mimmi'*y°?-m&E*&J&&V&&Z£*^b1r&m*&2 9fSm<7>G 

[W*£3 8] 9ffim^G^e^*t«l-b7 p ^-Se®^t<{i^O 
0**83 9] *fulfefiESiJ-Cab*fll*«3 8ffi|ROEK6o 

[»*S4 0] VIA, rv;^-EI> ifc^> ifcgteBRgSJSU 7*;v>«, ie 

ffigffi&ioaftfrfbii (als) , x^xikje. flug& mm.m, m&m 



mSE# 2003-3103271 



2003-059073 ^ v : 6/ 

[i^4 3] iftjg^ ifc^teflfc&eu 7vV^ SB 

&3&l4i#.ifiLteMu ^tt^ 1 ;^.^ >-t ? ^> f£*A^ usvfs JKffirtu fa® 
v>#i. »^jffiH4«m^kiE (als) , x>fxis, 

&«ft, ^ oitt-t^ swu a«H£jfliJE. mkmiMPi&mmmmv 
[iff 4 4] t»#®3 iia«^#y**i'*^K*^LT£*#wra!o 

[i^4 5] 7V^^-E1 «ttBlil, T^V>^> SB 

*59Ht*jmttsa:jfli. ^tttxnvf-f^, mm. 
yyffi, mmmn.mmmtm (als) , ^xmm. um&. mmm, «ttM 

^ttMflffS. V*^f-&#l£ifc> ftJH&Htt& ^)Hife> 
Ill, MUKft& ^n/f>;7x;H-^37i, ^-f;vx»> IfctriE, 'C> 

^«f5W-cab*ai*«4 4fB«w>#Br*Jo 

ftfttt&jfiLteSMIU itttxvx^h-^, IKffiJliu 
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Qj&m 2003-059073 ^ ^-"^ : 7/ 

v>m, mmmm&mmtm (als) , ^xmm, mm^, mmm, ttttw 
, *n->#t, »fttfcfc»^ 0-9-;vn-r k— mmm, 

warns o] m*m4 smmvx? v tiimx&u 9sa*w>* 

[»*£5 1] if*^4 8iam<ox^u-^>^fe^^{iit^4 9iBm^^ 

* -« 6 JC £ win £ * & 4 tz 14 <7)m 0 

imims 3] «^4 8SB*o^^'j-->^fet^ttfli^4 9ifim<^^ 

5 4 ] ft&^-?*>*lt$gi 5 3 tamoig^o 

^tt«tt«ifiL> y-rx, §£^a,> u^?-, flimjflL, mu 

ft, im Mmft^ n»is> ^«m> 7JV7A^v-i, 
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m 2003-059073 ^ ^- v : 8/ 

jeau&ttflifs^b^ (als) . ^-r ftjn^ mam 

[0 0 0 1] 

*§&m&. Gies*tiv-b^-iait*^FPRL 1 Kn-t^fgrn^ 

[0 0 0 2] 

S6I©H#< (i^SLTV^ guanine nucleotide-binding protein (J^T> 

ag*tii/>fe * v>j± 7 ®mMM.mu*79 -m&m ( 7 tmr 
) tmMzti&o 
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JM2003-059073 ^ V 9/ 

N AO$fJtISW*Expressed Sequence Tag (E S T) t Ltf- * K£» 

i-77>GIfiS*SaV"b^-g&S^l^tfC^ t: > F P R L 1 ^ 
fcl&*LTV>J& (INI^tl) > v-)^FPRL2 (^#^^2) o FPRL 
l^r^btUii, itLiTiWr';76*<^fMLP> HIVW 
gp 4 lfcfcvMigp 1 2 OOHJ^^f K, ^^Og&^T^K, rtHtt 
^IIhUiiAi842, Annexin IO^T'f h\ Acute ph 
ase protein^ hCAP18, NADH dehydrogenase 
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2003-059073 ^ ^- v : 10/ 

FPRL1 (V^v>A 4 V>b^-Sei) ^«E^ffiK^#L 
[0 0 0 3] 

1 1 

J. Biol. Chem. 267(11), 7637-7643(1992) 
[0 0 0 4] 

J. Immunol. 169, 3363-3369 (2002) 
[0 0 0 5] 

Int. Immunopharmacol. 2^> 1-13H> 2002^ 
[0 0 0 6] 

Nature Medicine, Published online 7 October 2002; doi:10. 1038/nm786 
[0 0 0 7] 

-r^rtHttoifm^ 1 ;^^ k> ppj k^fprl i t^^t^M^^ 

[0 0 0 8] 

mm * mikir z>tz*b<D^m 
mmm^F prli tzm&t z>Mn*nm j &v i?y k*jmm*iw-* - 1 
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^^&m 2003-059073 ^ ^- v : 11/ 

[0 0 0 9] 

(i) N*»o>'^->3Sife*«*^5Mb§*LTv»T<> ie^ij#-^: if 
tisesw-f- : 2 i -c^s *u> r s y biktii t iwi— & 1 < j±^st ft k ri— t 5 

(3) N^<7)^f-*^>^^;v5;Wb^^Tv^@B^I#^- : ittzi±ffl&] 

1 6-C^$^ST^ymBB?!I^?>*&±SB (1) f2fc<^y^h\ 

(4) N5^3iSo^f-^-^>^^;v5;Wk^tLrv^@e^j#-t : 2 lt^ttsa 
?a#^: 2 2T-^£*L&7s/m@e^f>&&Jtfa (D fem^^y^K *o 

^Kif$tLTv^@e^j#-^ : 2 1 *^»±E9!i#^- : 2 2x^zti&T $ smMnfr 

(6) N*^^^-^->^^;v^;Wb$tL"Cv>T^ ivs w&mw : 1 7 

-em $ r ^ y mie^ij t r— % t < tenses iwi — <o r 5 y mes^j £ ^r-r & 

(7) N^O^^^-yjSafeT^^^^Mb^tt-CV^HB^J*^-: 17, IB?iJ# 

f : 18, 1 9 tfct±@e^!l#-^: 2 o^mzti&r $ ;m$£&\frt>* 

&_tffi (3) fSm^^y^-K, ^<07^ K t L < li^ ©x^ r^l fcli-eott, 

(8) ±12 (1) IB«0^7*f-Ktfet±-€-om«r'&*Lr4&E*, 

(9) ±is (6) mm<os<7?-vttztez<ni&z<£mvx%z>mm, 

(10) tfefc^&j-cfc*±fe (8) (9) ffi*w>E&. 

(11) PftS. 71/;K-Il &£ttRR£J&. T^vv*, SSfc&tt 
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2003-059073 ^ ^-v I 12/ 

> tt&iftttflsftKttjE (als) > ^ xmm. mm&, $tm#§> m&mmw 
->m, m.m&Km$k, mm, m-v-^--^ k-vx, m&m, 

fifH£#J-e£&±f3 (8) iTttt (9) iaifttf>E&> 

(12) ±13 (1) iSm^T^K ^T^K^Ki^Ox^r^i^Ji-?- 

(13) ±13 (6) IBIRO^^K. Kfc L < ti^OJ^r/l't fctt^- 
(1 4) ±|3 (1 2) samo^«r^t-c*&^wfS!i, 

(1 5) ±13 (1 3) fB*086#&'WLT&aflW#.U 

(16) Bffijg,, 7v;v¥-m ifeSE, Ifc^telRgUSU 7y'V>i, iBftfttt 

, ffimm&mmmm (als) , ^xim, urn*. «teM«p;* 
->m, mm^km^, msmnk. mm, my-fr^f k-v*> iiiSK 

T?*S±tB (1 4) £ tzit (1 5) fBttoS^WfSJ. 

(17) (i) @e^ij#-^: 2^mt>zfrZT$;mmi\tm-'i>L<imMMK 
n-o7^y^jmtaGiai*tii/-fe"/^-ie®^ -e^gp^y 

*-KSfctt*-0&*5J:a f (2) (D±f3 (1) IB«0^^h\ f<D75 Kt>L< 
li^OJ.^7-^*^:t±^0«lt/i*i(|)i8EV-t7 p ^--se»* ±13 ( 

£fc*i*-Offlfc±SB (1) |B*O^^K. ^75 KiKlifOx^fH 
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2003-059073 ^ ^- v : 13/ 

tz i±z<DMt <z>m&& $ tz a v ^tMsi^^t s * ztzitz <om<Dx 
(is) (i) e?9#-3-: 2-c^*?$tL*T5yaftEy!itra-*>u<ttii®fi«m 

*-KSfc*±*©attJJ:O p (2) ®_b|B (3) E*©^^h% WU*4L< 

»±^-o^-r *:ti-e-offi* tzitom^^-f^ -m&nttn± j t<Di&t±u ( 

zfzit^<Di&t±m (i) fam^y^K, KtKwox^fH 
^ ji* <7>^ t o^^-tt s tz it v ^±M=m * mt $ * * * t± -e ©a© * 

(19) E2W^: 2 "C^b $ T 5 /mSE^jtlwi— & L< li*f»i:R-0 

T5ystE^js:^i"*GseK*«®v , fey^-se3e^ mm^: 2, e 
mu*-7?~m&M-?&z>±.m (1 7) tfct± (1 8) sa«o^^u-->^ 

(20) (1) @B?iJ#-5§-: 2T^b£*u&r^/mE?!j£|si- ! b L<*±mRWfc 

^VttzitZ<D&&£V s (2) ®±|B (1) ffifc0^7^1>\ fOT^ K*>L< 

(±^<^^x;vf jtt±^o^t^{±(i)^^^y^-sa@t^{i-eom^±ia ( 

1) ffi^co^yf- K> *:<DT$ VbL<itZ<Dx-X-T)V*tzit-£<Dl&t<D&&& 

^mt^^^it^ttzit^(D^^mt^^t^mwLtir^m^^^^-^ 

>&ttzitZ(Di&t±M (1) SBftO^y^K ^<£>T^ KfeL<IWi^f;V 

(21) (1) 2x*mt>z*i2>T$.smw\tm— *>L<ii#i@WK 

^ KSfcli^ffifcitf (2) ®±|B (3) SBttO^^Kx f©75 FfcL< 
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2003-059073 *J I 14/ 

(2 2) .tie (17) & l<*± (i 8) mmv>x* v -->r-ft&ttzit±m ( 

2 0) 4L<U (2 1) |B«0^^ i ;--V^ r ffl*y h£fflv>T#f>*L£±ffi ( 

: 2 -e^*> $ ti h r ^ j wbm t m— i> l < itnMM k m—<D wsbm 

(2 3) 7^-7 h-e&&_tfa (22) iam^-fb^%> 
(2 4) ry*x-7s h~e$>z±u (22) fam^Hb^tk 

(2 5) ±fB (1) ffiiR^T^K. ^©7^ V^V<it^<D^T)Vttzit^r 

<Di& t wmm^r : 2 -mfc $ tt<l> 75/ msB^ii t t> t < t±H5t» i:m-^7 

(26) ±ia (6) mm^^f-v, zorz KtKii^x^f^t^ 

(27) ±jb (23) tamor^-* h*^Lr**«L^fe»h 

(2 8) _t|a (2 3) |5m^T=fx:^ h fc-£;£l,Tfc*»ftJiL 7V;Vf-^l> 
ttWflafe, 7^7A>fT-^ ^*>V>t Jffi3^ttfl93&«fla£ (ALS) 
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2 0 0 3 -0 5 9 0 7 3 £ ^- v : 15/ 

(2 9) IE^J#-^: 4-ea£*t&r^ ymmqtm-i> L< liiIW^H-^T 

(3 1) ±e (29) E*oG*eK*taaa[V'fe^--«a»*3--K"t-**v 

(32) @B^iJ#-^ : 5 X^Zfr&l&MWmfr ?)^^DNA, 

(33) ±ia (3D iBtt<&# , ;** > v^-f-K^^-r^amx.^^^-, 

(3 4) iiffi (3 3) fB«oa»x.^^^--C^R^«l$^:^5t«Kifc^ 
(3 5) _t|B (3 4) IB«0^5MEtfefls:£*&*U ±B (2 9) iB*W>Gg6« 
^Sl!V*^--Se«S:^JK*bie>*ifc*iRF«fc"t*±IB (2 9) ffilfcOG 

(3 6) ±ib (29) mm.<vGm&M&umi'*7?-m&m*tz& j ?:<omKtt 

(3 7) _hffi (3 1) WM<0#VX9 Vir^Ytm^^Wmmttz\t^(D-- 

(3 8) jiiB (29) fam^G®eM^Mi-t7 p ^--^as^ t< ti-eo^ 

(3 9) &&mM^hh±M (3 8) tm^rnrn, 
(4 0) >hia> 7i/j^-M. ^> &smmu&, Tw>m, ie^aatt 
MLttswiu Mttxv^vh-f^, y^v^ jKtujfiu sb 
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^Jjffl 2003-059073 £ ^- v : 16/ 

teJteW-e**Jt!B (3 8) |B*W>E&, 
(4 1) ±m (3 l).fa^O^V5?^ V^-^KSr^LT^^g^ 

(42) fii^«!iT?2b&±iB (4i) um.<omm, 

(43) rwjvf-i-i ife^ttemtu r^v>^ ge^tt 

. iiittitwti (als) . x-jxism, mm#k, mmm, 'mmmv 
i»aHfcfc»ife. ttttw^ mm, m^-^^^ m&i? 

.lib (4i) mm<vmm, 

(4 4) _LIfi (3 1) mm<V#VZ? U*^V*^LX%2>mWM. 

(45) pf»j.> 7v;^-i,i ^teamm, r^wffi, aBAfttt 
^jflLi4*jfiL, ^ttx'jxvf^, ^vf, i^miflL. mum, m 
UK®, ^mm^ m&m. Tw^^-m, ^-*>yym 

> ^MMom^b^ (als) . x-jxmm, mm^ mmm, m&mwivy 

T-££_tf5 (4 4) |Sm^»f^J> 

(4 6) _hifi (3 6) mM<Dfott.*^Lx%2>mmm, 

(47) mM~ 7v;^-i,i i^#> ^ttiR^m> r^v>#t, ae&2si4 
^jflLttftjflL, ^tttx^vh-fx, »;*^?\ F^miL, sc 
mtufe xmm. &mm\M. Tw^-v-m, ^-^>y>m 
, mmm'&mmmtm (als) . ^xmm. m.m?&, $§m#t, m^mmvy 
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2003-059073 ^ ^- v : 17/ 

t?*&±e (4 6) umnmwtfth 

(4 8) ±C (3 1) V*^K4JBv»&£fc*#«fc?-&±:IB ( 

(4 9) ±15 (3 1) IBm^^V^^ V^^K?:#^LT^*±I3 (1) mWW 

(5 0) ±JE (4 8) |B^^^';-->^^i^i±Jiia (4 9) fBRO** 
V-~>ym*v h=£rffl^T#<btt*±f2 (2 9) SB*£<0G«&iR##Sll"fe:/ 

(5i) ±ib (4 8) tamo** y-->^rfttfci*±iB (49) tamo*? 

b£JBv>T#S>*L;&_bi3 (2 9) fafSc^G^SK^Ml^-/ 
(5 2) ±|B (4 8) fS^** , ;-~>^£;££f±-tf2 (4 9) tm<VX? 

v-=.>rm*v Yzm^rnbfi&i.u (29) fs^oG^fi®^Mv«fe^ 

(5 3) ±IB (4 8) fBttO**y-->^3r8;*fcli±JB (4 9) tm<7)X? 
(5 4) «afe£#J"C*a±fB (5 3) famous, 

(55) 7v;^-fei $£ttBugm. 7^v>^ se^«&tt 
, mmmnmmmtm. (als) , x^fxit, ftjn^ *tm#i^ m.&Mmvv 
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^#12 0 0 3-0 5 9 0 7 3 ^ ^-V : 18/ 

^^j-e*^,±ta (53) umomm, 

(5 6) _tfB (3 1) mm<7)#V ZfUj-^FZfzteZV— U*H^2>Zt*!W 

(5 7) ±13 (3 6) ISmo^i#:^fflv^ii:^#mi:-r^JilB (2 9) fSfcO 
[0 0 10] 

(5 8) (i) FPRL 1. Jr<DUft^7'?-VZtzteZ<Di&t, ®±m (1) t 
fcl* (3) fS^O^:/f- h\ ^OT^ L< ti^^X^Sfcti^O^f*: 
^^V-ty^-SeKt^ti^O^iifS (1) fB*tf>^:7 0 ^h\ ^?>7^ F 

fc&gftl! 2: , (ii) FPRL U ZVUfr^J-VZtzteZV&t, 

®±m (i) f3m^^y^K> k*> t< }i-e<o^^x;v^7t«-eo^^ 

^ii©FPRL 1 ZfziZ^r<Dm.t±U (1) IB^O^T 9 ^ b\ ^7UHL< 

(59) (i) ©mmLfz±m (1) tam^^^K. -e^r^ k&l< 
^x?-)v£fzitj:<Dm.tfzi*©FPRL ittzte^<Dm.t±m (i) femo^^ 

»L^W^Ii^ffi*FPRL 1> *0«»$^:/f-K$fcfci:*o£fc&» 
(ii) (D»flfeb7t±SB (1) ffl^^'/f K> f<7)75 K*L< 
{±^^^XT;vt^ti-e^t^fi(DFPRL 1 £ fcJ±<e-03&fc±fe (1) IBJR 
V>s<73-Y\ %<DT^ Kfc L< \±*<D^X7-)\'tfzteJr(Dm.t<7)&&nzm\:2 

itz>mmi,tzik&m$fzizt<D^ &£&&mk&®*FPRL 1, 
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Q^&m 2003-059073 ^ V \ 19/ 

1 7) 

(6 0) ( i) ©SH&LfciifB (1) IBftO^^K. ^-^T^ Kt L<te^O 
x^f^i ^:ti-€-Offi*7tt±®FPRL 1 tfcte^O&tiiB (1) fB*<Z>^7 

ii) ®mmLtz±m (1) ib^^t 9 ^ k> -eor^ K^L<fi-e^>^x^t 

fcte^<Z>&£ ^li©FPRL 1 * tzi**(DM£±m (1) famo^ 0 ?- K> *0 
ilL/:±!fl (1) mm.<D^-f^ h\ ^©7^ FH<Wxx 

±ia (i 7) saiRo^^y--^^^ 

(6 1) (i) ®^lScL^±f2 (1) BftO^^K, Wn**L<lifO 
Ji^x^f /iii-?-^t^ti(DFPRL 1 *tzi*Z<Dm.t±m (1) IB«^0^7 P 
-?-075 t < (ifox^f;H/;I^^J:^^tt^^t$^S^ 
IL^fc^lJt^l^OMFPRL 1 *-M"-f&llllli<DilIffl*^*»**fc» 
(ii) SWKbfeJilB (1) fem^^yf- h\ f<7)7^ K*>L<l±*0:c 
Xf;Vi^l±^i /:tt(DFPRL 1 £ fe»i^-0*t_h|B (1) SBttO'*:/^ 

frte&nmttzWi&K&VZ, WMVti±& (1) |B*0^-/^-K, -e^T^ K 

it^i-&£<h&#^i-&JifB (i 7) fam^** v-->^*fc> 
(6 2) (i) (DMsL/c-bwe (i) mm.<o^^y\ z<dt$ k^kiw 

x^f ;H^i±f Ott ^{±©F P R L 1 £ £f±-£-«>4£J:_tlB (1) SMftO^-/ 
f-h\ K*> L< i*^<D^XT)Vt?zi*Z<vM.t<Dm^*^kZ*tZ>m 

Wa.Ltzfo&mt?zl±^(DlM.*, FPRLUn- Kt4DNAmt*DNA 
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*»Jt«S3ftfr©*llW»w«5lL^F P R L 1 fc, (ii) (Diitflfe 

Vtz±m (1) IBfc^^K. fOT$ F& L-< fi^x^r^Sf:lif 
£ ;fcf£(DF PRL1J ?zfe J £<DiM.b±jfc (1) |B«EO^^h% f075 Ft t 

Ot, ^J:OT«<b^*^«KI0ftfrO*IBW^fmtfcFPRL 1 £B&fe$ 
■£fc*£-K:*5tf&. «*Lfc±IB (1) SBKR^^F, ^07^ KtKiif 

#mti-a_hffi (i 7) gamo***;--^:^ 

(6 3) (i) F P R L 1 ^ffitt^t^MI^ F P R L 1 ^^tt^ttti 

mmtfzWi&t, (ii) f p r l i tmbtsft^ iimitft^**F p 
r l i £^rr&m^M£^fc^K^t&> f p r l i zfrLtzmmmm 

«tt*W£U Jtirt&-t£#ifci:t-&±f2 (1 7) SB**©** y 
(6 4) FPRLl^lSttftt^MIl^, FPRLl^n-mDNA^ 

^-r * d n a *&m-r & ®& x. ^ 9 9 - -ernmm t tz^m^mw z ^mt z 

ti: i o t iff f Lfc F P R L 1 K&M^tJzWi&t, 

fprl i ^mmti-^t^m^^m.mit^m^mmr^w^m^mmm^m 

SUFP R L 1 ^S§»$*fc*^Hi5»t&^ F P R L 1 £^1-&*ffl«IJifcMte 
fc*5feU Jt«^*£fcfc#»fc-*-*-hIB (1 7) SB*W>** V -->^2f8:. 
(65) F P R L 1 £ fiftkf £ # ? ®-hiS ( 1 ) Um<D^f^ b\ ^r<DT 
$ U< l±-!-^f JH^IifOJgf ^(±(2)FPRL 1 £fctt*-<0ttfc_h|B 

(i) lamo^^F, -e^rs f*> Ki^x^f^t ©is-fr 

14 £ fc £ & t W: tf>&T * & Jif B (6 3) ttzlt (6 4) fefO^ 

(6 6) FPRL 1 *ltt1-&M&t1tK*0>Wmfr*irt1-&Z£*$ftL£'t 
&_tiB (2 0) BB«t0^^y-^>^ffi^y K 
(6 7) FPRL 1 Kf-SDNA^fSDNA^Irt^x.^^ 
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fcf&SLifcFPRL 1 *^i-^>^t*#^hi-^_hfB (2 0) iBmox^'J- 

(6 8) (i) FPRL 1. ^(D^y^-f^Vttz\i^<Dm.b, <S±M (1) * 
fctt (6) IB^O^^K. for? K^L< Wx^f^i/rli^Ott/: 

(ii) FPRL 1 ^ ZnWfr*-?* Vt tzii^r<DMt , 
®_h|B (6) fB«fcO^:/^>\ -eoT^ Kfc L< ti^O^x^tfcti-e-omt 
fc{i(2)FPRL 1 4 fett-€-<0*fc±BB (6) IB*^"/^ W5Ktl< 

in^k^fc*»»*^^fcoa««:ff*dit*#»fc^*Jtre (1 8 

(6 9) (i) ®W*U^JilB (6) SB*0^y^h\ W5HL<IW 
f ;H f:{±-e^ti 7ttt(DF P R L 1 £ rt: fcJ:IB (6) faiRO^?" 

S^fcfc^fc, (ii) a)««lUfe±SB (6) fB«0^-7°^h\ K*>L< 
a-eoxXr^tfd±^jy:li(2)FPRLlt^li^Ii:±E (6) Rft 

r^KSfct^ottK^s^fc^K^t** mi&Lfcjifs (6) iemo^7 p 

WnHl<IWx^r;vj^(7)IOFPRLl, *<OM J fr'< 
1 8) IBm^^V~^>^^> 

(7 0) (i) ®*ttL.fc_Lffi (6) WU'^UW 
x;xx;vf fctt*<0£Sfcl±®FPRL 1 *fc»±*-0:»fc±IB (6) famo^'/ 

ii) (WmLfcJLfB (6) mm<0^f^h\ *<DT$ KtKWx^f^i 
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fei«©ttifcii©FPRL i t^n-€-o^fc±sB (6) mm<o^^-y\ -eo 
wttzi±z<D&, & a im»M*F p r l i *^*i"&«iu6^ssjifc$^» 

±ib (i 8) sa«to^^y--v^ffi. 

(7 1) (i) <DWfftUfe±flB (6) tZm<D^-^f-Y\ *<7)T< Yi>L<te*<7> 
^AT)l'ttz\*Z<Dl&Ztzte®FI>RLlZtzte<t:<Dlkt±m (6) fB*W>^:/ 

(ii) ®««t^±IB (6) mm.<O^^Y\ Z<DT< KiKlifOx 
Xf;H^I±-e-Oti/cl±(DFPRL 1 2£f±*-<Z>mi:JifB (6) IBIRO^y^- 

u^k^t fe*4«€-«>*. &£xmwk&m*F p r l i ^^•rsM^fl^ii 
jt^-r^it*#iifci:i-^-hi5 (i 8) um.v>x?v-->m&. 

(7 2) (i) CDfStWLfc±lE (6) tm<Os<7^Y\ ^75 KfcL<l±*<*> 
«7-;Vt^ii^^tfcti(DFPRL 1 $tzlZ*r<DMt±%£ (6) IBIfeO^r 
^ h\ Z<DT^ Vi>L<l**<D^AT)Vtfzte*<V&t(Dffi^*mkZ"£2>i& 
m.\.tzik&W*tz\*%<Dm.*, FPRL 1 fca- WDNA^tnDNA 

tlTO^IMCHll^F P R L 1 (ii) (SMM 

L/iJtfB (6) SHRO^f- h\ -e<^T^ Vi>L<i±*<D3-XTfr*tzl±Z<Dl& 
SfcfiCDFPRL l*fc»«0*fc±|B (6) IB^O^^f-K. WU^l 

(01, is J: rm»^k#® *S»»IESM*oaBI!ail^|&^ Ufc F P R L 1 
<D^f-)Vtizit^r<D^.<DFPRL 1 &lfr6**:«95£U Jt^t" & £ & 
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ftm.b-t&±M& (1 8) fB«cO** V-->^*£. 
(7 3) (i) F P R L 1 *ffittftt4ft^»S: F P R L 1 ittt^iJISCS 
(ii) F P R L 1 ^JSttibt4ft^»^ i Oiaift^l* F P 

r l i *4&rt &mj&fr&mz-&tiHk&teis\t&^ fprli ^^Liimmmm. 
m&zmfeL. )mtzz.£*Qmt't&±& (is) E*w>**i;-->* r # 

(7 4) FPRLl*ffittmft^ FPRLl*3-mDNA^ 

fprli ^^tt^M^^i^M^i^ifff^^ill^t 
mtfcFPRL 1 fc^S^fc*^::^**, FPRLI *r^*ffiJBJW*tiStt 

srsassu. Jt^i-^c:i:^#m^t-^±f2 (i 8) tamo** v 

(7 5) FPRL 1 *flHt^ki-*fl:#*3WS)±IB (6) SB«W>^^ K> 
^ Kfc L < l±^(D^XT)l>ttzli^<DiM.ttzte(2)F P R L 1 £ fcl±*-OJ£i:±JB 

(3) IBftO^-Z^K Kfc L < li^OJ^x^tfcti^O^fcOfg'S- 

tt*f£ft$*Mfc^»S:fcli*0«^«fe*_tja (7 3) ttzte (7 4) SB*W>* 

(7 6) FPRLI *^i-*ffllft*fet±^OilB^*^*i"*ti:*fl#«i:i- 
&_Lffi (2 1) IBI£e9** V-->rm*v K 
(7 7) FPRLI K^&DNA*^1-&DNA&^*r*&»x.^* 

[0 0 11] 

^JPJT^ffi ^ti^FPRLlli, @2^iJ#-^ I 2 -e^fc $ tt-5> 75^ W35EW £ 
FPRLlli, fOx.{f. h ^Bf&ILifr^ (fllx-lf, 7*;K 
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. #mbj&> yvrmm> ra/3«. iambus. 

^X*fflJ&> «dfflJ&. ±&*Wfe. rt^HBIfex £$3»«> lft*£ffll&. 8J*Bfl&. 
#«> J3f^*>L<iiM@«BJE. 4*: 

\zztib<DMm^frtz>$>b*pz>mk, mint, m, m<o^sm (m, 
mmm, -kmmmm, mm, mmru, umrm, *mblm, ®ft> *m 
, mm, mmm, mmm, im, mvtm, mm, mm , mm, Tmw, s> 
mm, wm, ml *mm, e©^ #«u &jf> m 
im m, ±m, *») , mm, mm. >bm, mm. mm, mrm, mn&L, * 
mssm, m&m, m%, mm, mm, mm, =?-n, #, mm, &k 

, VMS. ^> n 7 7 - y ^ 

[0 0 12] 

ttx E?0#-s§- : 2 -c^fr $ r ^ / msa^iJ t m 8 5 0* t < 

tt 9 0 %£Lt, £ #4 L < itffi 9 5 %J&Lfc<3;ffirate*^rt & 7 5 7WJ* if 

^n^<oie^j#-^ : 2 -c^fc £ tL^> 757 mie^J tuscw ten— o r 5 j mse 

j&*|W|^ (flU ffio. 0 1-1 0 0f, iftK^O. 5-2 0f&. iOjfiL 
<iii&0. 5-2f&) X*$>&Zti)mt Lv»j&*» itL^OffittOf^ISf^ 
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[0 0 13] 

FPRLUUfi, a) EEI** : 2 „ I 4 * fcttEBHHS- 

I 6-C*fc$*L*7 5y|ME?!l+©l *fctt2«J2Lt (0£ t < (4. 1-3 040 
gjg, J:*m3:L<t±l-l O^Mim, $?>^0*L<tt«:fl (l-5fl) ) O 

b) IS^iJ#-^: 2. @B^iJ#-^: 4£fcl±E?"J 
6 T^*> £ tL& T ^ y* MWM Klttzl$2 1@J^± L<fi> 1-3 0 

mmm, l 0*1-1 ommm, $^:^L<«ti (1-5^) ) 
<dt < swiwmLtzT $ smsm. c) @e^j#^-: 2. e^*-^: 4ifci4B 

: 6 xWo zti&T^s WtSSM^<o lttzit2 L < fi% 1 - 
3 0lg^ i^Hl<lil~10ML HCUJUlili (1-51S 

) ) <dt * ym*m<DT $ sm.xm&zixtzT $ ymm&L z?zit&) 

[0 0 14] 

*mfflW\iZ&!ff& FPRLlii, K^IHJItCtoT, £3S#N5fcai 

(rs/sfeSfi) > £» S C5« (#;v***v;v«Q -c** 0 E?0#-t: iti 

3»***;V^V^* (-COOH) > j&mvV-K-COO"), K ( 
-CONH2) £fcfct*.*r;i' (-COOR) OHtLt*oTUv\ 
Z.ZX-x-Av-frK&llr&Rb LXit^ 0OxJ4\ n-7°ntf;v 

t'<7)7x-;v-c 1-2 7jKjH^> L< it a -j-yT-frjtf-frteifOa-i-y 

f-;i/-C i_2 T;H^ifOC7-i 4T7^^r^SOli^\ ^PM^^x 
FPRL i* J C^SM{:*;v^y^i (S^Kta/M^w- H Sr^L 

. WsE#2 0 0 3-3103271 
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91<7)FPRL 1 tt^>o i(Oi^xxt;Vi:lTlt 0ix.«r±iBLfc C3fc 

(?)7 5yi^«iS (0fl*.tf> t^^&^coc 2 - 6 r;v^y^ 

^nntt^e^ (0Hx.Hr> -oh, -sh, r^y^> -r^^v*-;v^> 

^ / ^@E?iJ;^ f)^l>l:ffi*FPRLl (J.Biol. Chem. 267 (11) , 7637-7643 ( 

1992)) . mm^: 4x*mt>zti2>T ymmmfrb%2>9 y ms^fprl 

1, 6t^$tl^7^^TO^^^v>^fi^FPRL2 (J. 

Immunol. 169, 3363-3369 (2002)) ^}f-hm^hflh 0 

mm^-l AX^teZK&T^ SWiWZWhti:*? v hE^FPRL 1 tefrM 
[0 0 15] 

FPRL l<50^^-/f-K (&T\ ^^^KtB&ffil-^^^ab^) £L 
TJi. JiifiLfcF PRL 1 <Dgfc53^7°?- Kt'^tLtW^ ^ OT^oT % £W)S 

@B^iJ#-^: ixmt>zti&T< /M@^iJ£;Tf &fprl iog& 

^^f-F^LTfi, ^TKtt'/n^ b^f^isv^-cm^llj^ (§L7fctt (Hydrop 
hilic) Ufa) "e^^fc^^tL/c^^^tf^^K-e^^o tfc, Sirfcte (H 
ydrophobic) gpte tf K* l^ticffiv^ £ fc**-e§ & Q 
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l < i±gj 9 o %m±. j;19« : ^l<{±^9 5%&±<Dmm&*m~r&T$.smwi 

[0 0 16] 

4L<»4. l~10fl©£. $^C^L<IJ:ii (l~5i) ) 075;^ 
&3cU £fc*±* *OT^H0BBIfcl*:fcli2flJei± (0*L<t±. 1-2 0 

oT^/mwirau * tzits j t<DT$ymttn*p<oitfzit2ffi£k± cut l 

<«\ l~101fl, J: $5>^»tL<*il-5«ejK) 

^iiwoafl^^Kttc*****^^^^* (-co OH) , 

(-COO - ) > T ^ K (-CONH2) f^l±i^r;V (-CO 
OR) oMti/e&o-cfc iv> 0 ^IfciKOglS^T'?- WC*^Mi:»^'f+"> 

ZbK. 1&m<r>% J fr'*'7*f-YK\±^ JifBLftFPRL 1 fcPWK. N;fe®0 
* ^-^ - > j^ifeo r ^ / § tt-c v> a *b O. NSMI^fltrtTiB 

^h^fprli * fett^-oaj^^Kottfc Lxits m$tzitm&t<D 
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ffju^o iot^iiLtii, ^jitf, tiam (^!ix.{^ mm. u>m. mb 
7K^m> mm) torn., bz^itmmt wx.&> s^m> -/nt?*>m> 
7v;ve n^m> M^m> ?-^>m> 

[0 0 17] 

iHa!) fitSJUr*- ***e § & o 

[0 0 18] 

Wx-;V7"t>75 K*?-/MM& ^'J7^V^7 5 4- (2' , 

4' -^R^x^-liFn^y^f^) 7x;*'>m 4- (2' , 
4' ->>;* h^r->-7^-;V-FmocT^ /xf^) 7 jc y * v#J9b& h*£^f & 

U BttOSeRifclif ©75 K#t^t* 8 



ffiiE# 2003-3103271 



^^m. 2003-059073 ^ ^-v I 29/ 

SfcLTtt^ DCC. N, N' -SM Vfwefrtjfr&V't * h\ n-j.^;v- 
fe^i*fim^HI±9-fe5^k«IllHI«ilD#J (filx.**, HOBt, HOOBOttt 

[0 0 19] 

ifo « -r & v^iitif? <oM±<o^^}^ £Wm^ bti% 0 fflBUBt 

, SUMS- 2 o~5 ov<Dmmfrb&g.miztiz>o t&MtztitiT < smmm 

fcfcJ O+^sMfrfrfcfrfcd -t76 ? T^^»o RS£ii£^LT 
Wi^T^Mfth italic 

[0 0 2 0] 

H^T^y^^mS^UT^ Z> Boc. 

^y*;i/^-;K Cl-Z. Br-Z, 7^"7>W^v*^**-JK >V7 
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7 *.—)V*?.y 4 ;K Fmo c &£ f 7& 5 7Bv>£>*L<2>o 

*>njf^->^/*tt, «iti^ r;v^^xAfMt (MxJf. -x-^K 

y-u^y^K v^n^^^-;v. 2 -7^^->v& t'<DU0M, L < 

«t;^;vx^tMI:) x r^/i^/wr^T-Mfc (f!lx.ff> v;v^^-r 

f n y 7 x y - ^Mi^tlii: UT(t MxJ£\ Bz U C l 2 ~ 
BzU Br-Z. 9 - v -V V — T+frtt h*^fflv*£> 

o 

t^fy><7)^ ^ ^V-;K7)^Si: Ltl^ Tos. 4-^b^r^ 

-2, 3, 6 — h V fj-)Vs<Z/H y^)V^=- ;K DNP> ^^W^v^f^ 
, B unu Boc, Trt> Fmo c & if^ffiv* £>*L& 0 
[0 0 2 1] 

, 4, 5-h'J^nn7x/-;K 2, 4-yxfD7xy-Jl' > y7/^f^ 
y;vn-;K ;N*7X>n7xy-;K HONB, N-t: Kn^yX^y^ b\ N 
Kn^y7^;i/-f ^ h\ HOBt) fcO^Xx^ &^ffi^ib*t.?> 0 
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«SUfe<^»* OKIE) MfcUtt, Wil^ Pd-l^^liPd-m 

[0 0 2 2] 
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[0 0 2 3] 

^<&j»*#ffi*««*OK«fcLT«U Milf, JiHTOa) ~e) KfB 

a) M. Bodanszky id XX/ U.K. Ondettk *<*f* K ~>> (Peptide Synt 
hesis), Interscience Publishers, New York (1966^) 

b) Schroeder & <£ XfLxiebke^ *f ^yf-KCThe Peptide), Academic Press, Ne 
w York (196550 

c) Ill^t, ^^fF^Oiltm Af(») (197530 

d) $zMmw zzTmrnvt^ mv&mmm u m&wvitmv, 205. (1 
97730 

e) f£IMlign a nOl!f& *14% ^7*- K<£j£ J£JU#J£ 
[0 0 2 4] 

$»FPRL 1 K1-*#i;**Wf-Kfc ttfi, ±SBL/t*l&W 

OFPRL 1 *3- K-T *ffi»BB3RI (DNAf fciiRNA. Sfi LOiDNA) 

"CfcJU ^HiOFPRLl^n-Kf^DNA, mRNAf ©RNAT$>^ Zl 
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jRRNAtfcttDNA : RNAOM^'J y KT*fe — *«W>*fr«U ^> 

$»FPRL 1 *3-Kt*#'^^ K£ffiV>T, <&&<7) 

^lifclE^tifl] r«fPCRfc^J&fflJ 15(7). 1997tf*o;£fctfcii**UcmC 
*K ^tiOFP R L 1 ©mRNA^itiik^lSo 
^OFPRLl?:3-Kt^DNAtLT(i, yyADNA. y/ADN 

a^-(77 y ±iet/cm • a^fi^o c dna, ±uvrzmm • 

v>-f*i-e&oT*> J:v> 0 ±MLtzMM - mM£ *) total RN At fctimR 

NAM^^ll^Ufc^O^fflv^TE^Reverse Transcriptase Polymerase Chain 
Reaction (J^T> RT-PCRi£tB&it^) K X oXM^Z> £ 1 i>X~% £ 

o 

bFPRL 1 fcn- mDNAtim ^Jx.i^> 

u @fi^i)#-^ : 2^*>$tL^T^ /mse^k&afc > fprl i fc^i 
E?a##: 4^&t>zti2>T$smmmfrt>*& i ?y b fprl i tmn&iKm 

$H^O-7^^FPRL2«:3-Ktl>DNAtLt^ E?!l#^ *. 
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j£ #12 0 0 3-0 5 9 0 7 3 ^ ^- v : 

^V^Xtl^DNAhlt^ 011 x. ON 3> : 5ttzit 

[0 0 2 5] 

t£ N "tV^ra^- • ^T2 — — Z/'if (Molecular Cloning) 2nd (J. Sambrook et 
al.. Cold Spring Harbor Lab. Press, 1989) KSBffcO^S^fctfcoTfffcd 

* h v y'sz-y h «\ mz.&. v&mm&m 1 9 ~ 4 0 

mlVU $ L < 1 9 ~ 2 0 mMt, 5 0-7 0^ fflL< fi^J 6 

0-6 5tOM^^to ^ h i; ? A jft&Wfe 1 9 mM-CiSJS^ 65t 

iDWWSKtt, E?!l#^: 2 T^bSft&rs y h FPR 

Li*3-mDNA^Lm z^t>ztL&M.w&mfrb%2> 

@B^iJ#-^ :. 4"?^b$*U>T3 ^KS^^S^^ hFPRLlta-Kt 
SDNAtU{i, BB^!l#-f-: 5 T^bStL&J&^BS?!]^ DNA& 
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#3§9!?> FPRLl*a-Kt*D N AOO3feBBy0O— * fcfctSD NAt 
^^•/^■FSrn- Kf4 DN A * ^tfCfi^ < , RNA^^^fS 

[0 0 2 6] 

*»Wtwfl6iL»dr, FPRL l*^<3«K£fct±S&K*ffi#t&£fc<^i& 

iifcFPRL 1 £=i- Kt"*DNAOiUtKy8fl!f«K:*^SIjaM-U ^ttH 
o fH^'V^^WK mm.) »±, FPRLli^ORNAtMyj 

X1"-Si fctf*"T?^ iRNA^t^iiHi^ffift^it^-elS^ 
*4VM4FPRL HWaRNAfcOfflSf^fflSr^LTFPRL lat^f-Oimt: 

• Wft-tSifc^-Ci&o FPRL lH5ERNAoa^$*L^BB5!H-fflffiW 
ftsKU^l^^K, fei^FPRL lMatRNAt^W^'f */V ^Xi" 
£ £ fc ^-e § & # V 5? * K(±. &#l*!:i3 J: Of^fls^t? F P R L 1 Sfc^O 

*^k, mmmtttzimmt^^v m&M) torn-? mm-t&i 
ztvurf-v mm) ommttzte^vffimm^mmzth&m^&z^??- 

K 07 5y»iatilLtv^o FPRL1S^5' ^7t"/ 

;V-"7\ 5' it6-^-X^7 • Ve-K 5' ^MlRiW, ^v^yf-Ka 

3 «3K>, oRFaiRi^rA 3' 

LTMLH^ FPRL lS^fiOM^^i^^t UI^tH 

o 

[0 0 2 7] 



ttiSE# 2003-3103271 



2003-059073 ^ v : 36/ 

* y y * I'*?- k> y y >f tzit m y ^ yvttioN-^v a -> k-c* & •€■ 

0*''J7- (Mx.il i^JRO*ejtOT*J:tF-frifiEyB4Wttft«m*yv*--) 

n a * k jim $ *ia £ 5 r y > * w^-r & @b« * & o 

W-*-K*£3frf&) % t*&mf bti&o ZtlblZ, 2#IIDNA> i*m 
D N A> 2*iRNA, 1*«RNA, ££>iCDNA : RNAM"/'J v K"C& 

&£&<^ ^f^ot^to, <*f-/Hfc£*Lfc&tf\ lflUsJUto^fc©** 
^^^k, *°y-L-y >^£t*) (f!ix.d ^t9*?^Kft^ 

) 4lfOll«*«r*LTV^4^ r/^-AK/H^I (Mx.il T^'Jv 
yv9W/4W ^o'fc©, ^rV-hMt (Mxil Mt^tefc 

y >is itrvry $ r^Mb^tt^yy v*5 iirey ^ s»„ fcav^i*© 
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^#12 0 0 3-0 5 9 0 7 3 ^ ^-v : 

[0 0 2 8] 

*^07>f-b^-jH'^^WK mm.) ii> R N A> DNA, 
^mm^^tzWB. (RN A> DNA) ^0 Sfr^moJi^M £ IT 

^^-i; rfpt^ v^-v KT^ K^^K^ffiO^^W^ti^^ ^*UC|®j£ 
tf-^tt^^o -t^t>ib, WtOT^f -b>^t^<i: f)ft*^><7)i:n, 

-E-bT^ L#14^^^^T>^-fe>^^m<^#tt 

LXmMtemmfrmx-m&iftlbtiX&t)^ mx.if J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

& i d tc« < * y y s> > o i o & *° y * a- mm t offisiflUf * 

lx^^n-;v^f) fc^ofc^teofcoa^ffctL&o fain-*- ££8f£ Lv>flg 
-K #Wfc*L& 0 ZiLfzt><D&, mM<D3' 

&&}lzmW:-$fltz*r*y ^m<om^ RNase^^W 

^-)^\t^t\.tzmm^mx^hfLtzim&<D^m.^ t mfhfLhi)\ *ti 
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2003-059073 ^ v '. 38/ 

[0 0 2 9] 

OcDNA, ±IBLfc«flJ!& • iIfi^cDNA9^f^V^ ^DNAWW 

5a • ^raRNAM^^m^t^^O^ffiV^TIt^Reverse Transcriptase 

Polymerase Chain React ion RT-PCR^J: B&lfc-f & ) £ J: o Titflfg 

1) EEIS^: 3, 5 £ £f±@E?!)#-t : 7T^;b£*L*^E?!l£3if 

t^.DNA«M^J^tt^DNA, tfcfi (2) E?!l#^ : 3, E#l# 

^ : 5 1 : 7 -e^t» $ ti&m&mm ^>t^x>> 

TTvW yi; ^X-f &&*E?!I fc^TU $^<5i: hFPRLl, 77>FP 
RL 1 if;li7WFPRL 2 fc£SRWfc|B|R<&i&te (flU V 2f> Kift-frfiHSu 

V ^Xt?i-5DNAt LTti, fll£l±\ E?!l#^ : 3, E^!I#^ : 5£fctiE 
7T£fc$ft*^E^Jfcl&8 5%JBUL, L < f±& 9 0 X 
D#£ L<{4^9 5%JSL±OfflrattSr^r-r4«U6E3?"J«:^1"SDNA«rif*»ffl 

[0 0 3 0] 
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Ql&m, 2003-059073 ^ ^- v I 39/ 

$f^FP R L 1 t/cti-?-^^"/^ K (JUHT, ^I&BJOF P RLlti& 

FPRL 1 <D— SB&avMi^i^&n- Kf-SDN ABfJtfc L < t±^j£DNA£ 

lecular Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press 
, 1989) iZ$BM<Olfm%ZK$toX$f% i )Zt.&'?%Zo ttz, TftM<D747>y 

[0 0 3 1] 

DNA(0&MWSffl<D&&i*. PCR^^O^y K mk.it, MutanTM 
-super Express Km (SMit (W) ) , Mu t a n TM— k 
Mt& (#0 ) &^£Jlv>-C. ODA-LA PCR&> Gapped duple 
Kunke 1 ^Og#^^^ab*VMi^ttib KmC&^ft^o 

^n-^fb£*L£FPRL 1 F1"& DN AJil fi^K X *) *r<D$ 3, Ztz 

£3' MmmKitmm^r±^ V>tLX<DTAA, TGAJ^iTAGIrfU 

$^OFPRL 1(DM^^^-^ ^Jx.fi\ OO «PJOFPRL 1 £ 
Kt-^>DNA^P>@^fci-^>DNA|ffM-*^0i9mt. (u) iDNAi)t!: 

tfX&&o 

[0 0 3 2] 

^^-iUli, ^Mmffi^^^^^ K (flU p BR 3 2 2. pBR3 2 
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0#I2OO3-O59O73 ^ ^-v : 

5, pUC 1 2, pUC13) > tti3im&3t<£>7 0 7X< K (flU pUBHO, 
p T P 5 . pC194) , St^S^T^* 3 K (fl!k p S H 1 9 > p S H 1 5 ) 

„ /1**.U*7>( frAteZOlbQllVJ frX&£<D^ pAl-11, pXTl> p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o4^v»f 3 *L& 0 

±t ttii/^f ^l±^ SRa^n^^^ SV407 t n^-^- > LTR7° 

Q 

Ztit><D7-lb, CMV7*n^-^-, SRa7°n^^-)5:^fflv^O^ 

n^e-^- A recA^n^-^-, APl^-^> 1 p p -7°o^e-^- 
* a^^^JKlS-CJb *«^-ti, SPOl^-^^ SP027 0 
n^r-*- % p e PH057° 
n^e-^- N P GK7°n't-?-, GAP/n*-^-, ADH7"n^-?-& 
Lv\, te±#&AIBIfc^**»**±, #y^KV>:/n^-*-^ PI 

[0 0 3 3] 

Fi-JK #V A#JPv^;K S*^*-*-* SV4 0lltVv> (&T\ S 
V4 0 o r i fcn#Br^ £ £ LTV** toifflv^ £ ttfX 

fflRvr*-kUtt, fll^tf, ^KKniRlTcff (£JLT\ d h f r 

tBfrifc* (>y>m-> (mtx) mso , rves' 

fc^P UTF> Ne o r tBfrf^&m^&a, G4 1 8»tt) «*Wb*L&o 
CHO (d h f r~) tt^fflv^d h f rtfef «r«^-3l;-k Lt 
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^$m2 0 0 3-0 5 9 0 7 3 ^ ^-V : 

yj-frW&U OmpA • '>^;v@B^J^^ ? > ^t^v^;v^mm"e^^^t± 

mf « • v^;vse^J> sue 2 • v^f-^@s^J^t\ a± 

[0 0 3 4] 

xyx'J tT^B^^WJi: xyx'j tT-^'J (Escherichia coli 

) K 1 2 • DH 1 [yny-y>^X • • *f • tvaf^ • T*f5- • * 
7* . -if ^fjoWX • 3-7* • ^ • :x-i.X:c— (Proc. Natl. Acad. Sci. U S 
A) , 6 0%, 1 6 0 (1 9 6 8)], J M 1 0 3 C* ? 4 V y ? • TV v X • V 
•9— f- (Nucleic Acids Research) , 9%, 309(1981)], JA221 C 
o;^^-^-;^. ^-/.^v^a.^ — '.;^tn^- (Journal of Molecular Biolo 
gy) , 12 0%, 5 1 7 (1 9 7 8)], HB101 tV>-y-;l/ • • •^V'* 
• ^Mtni;- 4 1t, 459(196 9)], C600 [vx^f ^ y 
(Genetics) , 3 9t, 4 4 0 (1 9 5 4)] % t*tfm^btl& 0 
s*?-n/XMt&£LX\^ /^V* ■ X^f (Bacillus subtilis 

) MI 1 1 4 Cv->, 2 43£, 2 5 5 (1 9 8 3)], 2 0 7- 2 1 [V>-y- 
;V • ^-7* • ;M 3" v" ^ * M) — (Journal of Biochemistry) , 9 5t, 8 7(1 
9 8 4)] ftZiPR^btl&o 

If-© tLXit^ M X- if n ■9*y*n , ^>f-fe^ -t Wtf V J- (Saccharomyces cere 
visiae) AH 2 2, AH 2 2 R~~ , NA 8 7 - 1 1 A, DKD-5D. 20B- 
1 2, yVf7*n-7^-l:^ sf?>"^ (Schizosaccharomyces pombe) NCYC 
1913, NCYC2 0 3 6. fcf^rT > V * (Pichia pastoris) 
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j ^^m 2003-059073 ^ ^- v : 42/ 

[0 0 3 5] 

V&fc'XMU (Spodoptera frugiperda cell ; S f Mffe) . Trichoplusia ni^4> 
ifi^MG 1j». Trichoplusia ni^Pfi*^>High FiveTM^jj^ Mamestra 
brassicaeffi*Oj(fflJja*fe«Estigmena acrea£*tf>*HI&* h'^fflv^ ti& 0 
4 )VX #BmNPV (DWi&H, ^fi3M*MfcJBJ3& (Bombyx mori N; BmN«) 
fc^ffiv^tUx, f SBlfefc Uli> Mx.it S f 9« (ATCC CRL1711) 
, Sf 21» (&_t, Vaughn, J.L. 4 > • *? 4 (In Vivo) ,13, 213-21 
7,(1977)) %¥&m^htl2>o 

(Nature) , 3 15t, 5 9 2 (1 9 8 5)] o 

MWmmt LTfi. mx-tt. «HCOS-7, Ve r o, *-W--X^ 

AA9-mmcno cuommtmm) . ah f raMsr-xs?-^- 

-X^A**-*BJECHO (MT> CHO (dhf r ~) MhH&ffi) . 
Ljffllfe, 7-)7AtT-20, -W7><^v-*?mm, 9?hGH3, t > F L 

[0 0 3 6] 

• tvat^ • T%T$ - • *7 • j^SMX • rfry* • -9* • .x— .X..X.X- ( 
Proc. Natl. Acad. Sci. USA) , 6 9%, 2 1 1 0 (1 9 7 2) (Gene 
) , 17%, 1 0 7 (1 9 8 2) ^t^ZWM^m^^Xntao ifc^H 

O 

;V • ^jL^x-f 7 ?X (Molecular & General Genetics) , 168%, 1 1 1 ( 
1 9 7 9)*^wgBJRO^^oT^r*9i4:* , t?S*o 

»#*J&»te!fe1-& fcli, flj&HT, * ? yX • >f > • ^>"9M ^n~y- (Meth 
ods in Enzymology) , 194%, 182-187 (1991), y°n ~>-~y V 
^X • UrT - *f • f '>at^ • TX-t^- • *7 • X • *7 • Hf • 

jx-^r_*:r.- (p r0 c. Natl. Acad. Sci. USA) , 7 5%, 1 9 2 9 (1 9 7 8) 
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2003-059073 ^ ^- v : 43/ 

o/Technology) , 6, 47-55(1988) * if Jw|B«©^lCfl£o Xft% *>Zt # & 

o 

263-267 (1995) OHlftl&fr) . nn*>- (Virology 
), 5 2t, 4 5 6 (1 9 7 3) t|B|RO^fc^fl£oTfi : ft^ tfc^l*. 
iOi^ KLT. FPRLl^n- K-f& DN A *^Tt*l55l^^ * — 

> 0flx.tf, ^3-^, mf'J^ TTOttWBh M^zIhLT 

iifttitit out* «; vg&tefc^M;*^ mt~?y 

[0 0 3 7] 

yn*^tfM9tgi& i^y- (Miller) , 

• -Y > • •tl/^a^- • v^^T"^ y^-X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 23 tmt IV^ 0 ZZK&mKX X. 

o 

x'Jt 7II<DM> 15-43 r-e^I 3-24^ 

te^/^^^jRiso*^ *«*ianr» 3 0-4 0 r-e&j 6-24 tw^ 1 * 
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0#12OO3-O59O73 ^ *S I 44/ 

(Burkholder) flfc/Jvfcilh [Bostian, K. L. /ny-^X-t 
*X "tf • i-isBj-fr • 7 #7*^ - • • +Mx>y/fX • • if • ^.-^^ 
JC- (Proc. Natl. Acad. Sci. USA) , 7 7^, 4505(1980)] ^0.5 
%#if 5/tmtl)SD^il!! [Bitter, G. A. fe, ynW^X-*7 
• • ^-v • 7*7*5 — - - if^f J-Vv-f X • • if • ji— i*.x 
- (Proc. Natl. Acad. Sci. USA) , 8 It, 5 3 3 0 (1 9 8 4)] £ 
*L& 0 fife© p Hli» 5 ~ 8 CHit^O^t lv^ 0 f*{±jlKt&2 0t~3 
5r-C^2 4-7 2l$Hfi : fcv^ ^S^JfcCTii^«^«rJnx.So 
[0 0 3 8] 

ii^IS«/;ttI4t^§IIW?:^tt^^ ■SgmtLXte, Gr 
ace's Insect Medium (Grace, T.C.C., *>ff-*- (Nature) , 195, 788(1962) 

igitfc© p Httjfe 6 . 2 - 6 . 4 JClME"t*0*«fflF* Lv> 0 ftt±ItiKl 2 7 0 CC 
#3-5 HUNT'S: ^^jSCTS^tl^^Snx.^o 

-2 Oo/oOj^^JflLVt^^tpMEM^ [^M^V* (Science) , 1 2 2#, 
5 0 1 (1 9 5 2)) , DMEM^i [tf* uny- (Virology) , 8 2&, 396 
( 1 9 5 9)], RPMI 1 6 4 0^* (^t-t^ • • f • 'J*> • 

• TVvx-ya > (The Journal of the American Medical Associ 
ation) 19 9t, 5 1 9 (1 9 6 7)], 199^* C/ny-^>^ • t7' • 
4f • y JLf- j . 7 * — • if • AMtD^^jV • * 7*4 X y (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1 (1 9 5 0)] & W 
m^h&Zo pHli|Sl6~8t*SOWfU J . i^teSHr&J 3 0-4 OTCC 

^ji 5-6 o«fW^t*v^ ^g5t-jE&CTa^iK#*JnA*o 

RL 1 ^-frL^ifc^-CiSo 
[0 0 3 9] 
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2003-059073 ^ ^- v : 45/ 

, i; - A is J: 1>V 2 tz im&WiM% ifKio tf^ & tt*gi& fc^ii L 

a^it^siijcj: «9 fprl i o«^m^^#^^r^^ ? Mi:fflv^ 
torn*. - mmmzmw^fr&fr&rft* 7 z ttfx*% z> o - 

[0 0 4 0] 
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^j&m 2003-059073 ^ ^- v : 46/ 

^< L-c^f ^hwofprl mmLfzvir^r- (fprl 

1 VJtrvK) t OS^fe i Wlfi;**! v^f:x >f >f A A y 7 y -t 5: 
[0 0 4 1] 

$»FP R L 1 KMi-^mt, ^WOF P R L 1 £^ftL#&j5vffc-e 
[0 0 4 2] 

$»FP RLlli, m^Wk I:*fttt4t:«t ^^£Wit£&gK{£^ 
-€-^g#:^^V^iJH^ ^TOh^K&^fr&o ^^l^bT^m^* 

-5-LT&J:v\, ^«^2~6^^1H|-f^> ft"2~l 0 Hl^E^ff &;b*L& 

O^-V- (Nature) , 2 5 4 9 51 (1 9 7 5^) ) Kfe^mM 

t-Sit^lSo M&i&MM tLTte, mz.lt, ^'jxfvv^ijn-^ (P 
EG) ^-t>^>f ^^;V^^^W^>tt^>^ LOiPEG^v^tt* 

o 
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Qj&m 2003- 059073 ^ ^- v I 47/ 

#«Jt*fflfl&i:brii^ -Wx.*^ NS-K P3U1. S P 2 / 0 £ if^tf <b 
P 3 U 1 Kiv^^i^o iv^^S^lM (BWfflBfc) 
^#MM*0^^o*ft bv^Jt;^i±i : i~2 0 : lgj£T?*D, PEG (ff 
JL<», pegiooo~peg6000) ^io-8 0 %gJKoifta?*e^ini 

£*U ft 2 0-4 Ot:. ftt L< ttft3 0-3 7 < CT«^) 1-1 0#IHW V**^ 
[0 0 4 3] 

^ 7 * n - ^ /wtftffcoasu «\ S #2r£n * & v» »i *U-!£ C * 2f8c Clotff 
&v>„ mx.li. 1-20%, ^Klil0~2 0 %^JSMlfilYf&-ti>R PM 

ii64 o*g«i> l-i o%o^BiflL?t*^t>G i t*m m%Mmxm ( 

*fc) ) ffcte^^'J K—^J&«ffl*J(lL«Wf» (SFM-1 0 U B*«X (M 
) ) *if*^v>&i t^-Ci^o t£%£Um*> If 2 0~4 0"C> $f£ L < fi$J 
3 7TC-C**o %#B#P^f±, »Hr5B~3»IUk ft% L < it 1 SIM- 2 AWT* 

[0 0 4 41 

(b) *>>*n-?-/i/8tflW5S!» 
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q&M. 2003-059073 ^ ^- v : 48/ 

y * n - <r )v&fo<Dfrmmm±, mmv ** v ? u - i- )vm^<o^-mmm t m 
m%mh&, 4 m, deae) izzzmMMik. m&t^ y 

[0 0 4 5] 

tztfoXmm-f&ZttfXZ&o (FPRL IMC) fc^r-^ 1 ; 

fL»^^^tf iM»^f)^<7)FP R L 1 ic^J-r^^^-^ 
Hi?Ltfr% & & fcffl v>£> ti& ^jfiHC ^^T-^SIC*: Ol^ft 

M%i><D*t*<Dm%}tmx%km2*tx$>£^-t)^ mz-i$, ta--^^ 

1 KfcfU ^J0. 1-2 0. ^l<ii|)l~5Wt*7;V$«^ 

ft i b < fctHJ^ <b act^i^o 
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^^&m 2003-059073 £ I 49/ 

[0 0 4 6] 

^mn<o FPRLi'jr/Ftt w^m^r : i , mm^ : 1 7 1 t^c^ss^u* 

m-f^^^Y\ t<{i@B^J#-^: 1, @e^J#-^-: 1 7 ££{±gfi?iJlH§-: 2 

1 x*m £ tt & r ^ j miB^'J £ pi— t Ji^K ft k n— <v r $ ; nw&\ & % & & ^ 

, v**, 7^ fcy^ (09xJ*> 

jffto. mmm, nmmm, rvrmm, mm^mm. #sim, ^v^a 

«> 7>^Wn>^«, $tffi> -tJ&ifflflk rt&HBflk tiftfti 
ttUBfi, §fc#»> E£#M> 9LBMn& fcL<»±WK*H 

* fihmmommmm, #in^ t < *> t < 

Mmmm, mm, mm. nmr^, ^m&m, mm, /mh) . #st> rm^, 
1. bmu ml *«l fmi M^d> #it, mik &m, mm, m 
, mwB (M, /M») , jm«. 'friL ml iii^ *«jflL. m±L 
mm. k&, ^n, ^, **\ hsl 

[0 0 4 7] 

rnKWicra— j t(±FPRLi'jr/ K^m fprli ^<vm 
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2003-059073 ^ ^- v : 50/ 

*l&o fett 7§/»fcUtt^V'», -b^A S/*T->f 

[0 0 4 8] 

> E?!l#^ : l , E?fl#^- : 1 7 * fcf±E8l#^ : 2 1 -e^sata r s ^^SB^J 
R5£3*l* : u l 7titi±Wffltt 

: 2 i^$*u>rsymE?!ifc&8 o%m±, &*L<i±m& 5%m±. 

±SBO^I«WH|si5t<oS14 (14®) fcLTIi, MxJf, E?U#^- : 1. Sfi?!)# 

> KOF P R L 1 ^<D&&m&. jMJftrt'>^^^s»iStt^ ffiife^fflfc *ftf ? 5e 

m\m-%: K m^m^: l 7£fc*±E?!l#^: 2 l-e^sti&rsy 

,&#W£*±, 0g*.wr, a) E3W-3-: i. E3«-s§-: l 6. E?!J#^: l 7. IB 
: 1 8. wsm&3r : 1 9. E#)## : 2 o. E?!l#-t : 2 1 t^f±E^J# 
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2003-059073 ^ ^- v : 51/ 

-f-: 2 2-e^$tt^>T5 ;w&m#<Di *tz&2 m&± (fllx-tf l ~3iBHjg> 

«FIKItll^i2fl) 07^»mU75/S[B^ b) @B^J#-^ : 

i ^ E5«-^ : 16, E?tf#-^ : 17, E?fl#-i§- : 1 8 : 19, e?!I# 
: 20, : 2 1 1 fc«±E?>J#-3- : 2 2 -c^stta 7 ^ y»E#IK 1 1 

fctt2ffl£JLt (^x.t3Tl~3«gJK. fflU<lilifett2ffl) ^75/^# 
iDLfc75/BMEBU c) ie^ij#-^: u ESW^: 1 6, E#I#^\: 1 7> @B 
: 1 8E3«-5§- : 1 9. m\m^- : 2 0. E^JS-f- : 2 1 £fcf±E3«-^ . 

[0 0 4 9] 

tiz* FPRL 1 Kjcti. 4WJ07 5 /g|OlI±<Of Md s li* 

$ *LT & & & & v> liJBS&ri**^ L £ v> #> £ ff ^ 7^ K * if 

h-y ck#bi»«h£) t^o^sffifto^^y^KE^i mm*. FLAG 

. His^^ HA^7> HSV^^i:*) LTV* a *l£ 0 
FPRLl'jr/ Kfi, ^*7> K«I34>«0!fcfiEo Tfia^N^JS (T 5 y M 

yBIE^&fca^^K&WXi&fc-raFPRL 1 V Y\t, Ofrffitf* 

(-CO OH) , (-COO") . 75 K (-CO 

NH 2 ) £tzi*^XT>l< (-COOR) t^otUv\ 

->^n^4r->;v^coc 3 - 8 '✓^D7Wi, flitlf, 7x-;k « 
C 1-2 7WSil<li«-t7WfW'«-t7f;i'-C 1 
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2003-059073 ^ ^— 5> * 52/ 

FPRLl'J K^C^SM^^^^^r^^i (£ fcti* v h 

<Di>J£MVRfflitfc55lf2> FPRL1 V Kfr^tfr&o i^^^^T-^i: 
tt!^ Wx. -LIB L/v:C 5^3»0 x * -r v> fi 2> Q 
[0 0 5 0] 

$^>^ N FPRLl'J^>F5:(i> N*S<7)7^^S (#k y^*-^ 
;/f;vf(7)Ci-6 7y;vif) "C««**tTV*& 4^ ^#rt-e«JWf $ ttr^ 

m^fOil-t^s^* («x.if-0H, -sh, 7</i> -r^^v-;v*. 
f^c 1 _ 6 7W/>f^ifoc i- 6 7v;Hf) -e^K^tL-cv^t^ 

L v> tf> * V ^ KfOt^*" y ^ 7"^ h\ C*Sg^7^ 

jyfrftKti. FPRLl'J Jf> Vt LTJ±> Wx.t^ 

(1) N^^y^^-->^M ? ^;v^;Hk$tLTv^K^J#-^ : lT^bStt 

ar^/mSS^J^'b^^^^MFPRL 1 (P3) . 

(2) N^Jlo^ft-^^/v^^s^t^wJt^: 

frhT^smwrnfrb** MFPRL 1 K (P3) . 

(3) N*3gO^^*x>^3|^;v^;v>fk$ttTv^S2^J#-^ : 17tS*?$ 
fr&7*/&BB2»<c>&&:/*MFPRL 1 'J^VK (PI) A. 

(4) N^O^^^x>^^;v^Mt$ttTV^IB^J#-f- : 18^fc$ 
*t£7 5./^@£?!)^&&:/*MFPRL 1 VJfV K (PI) B, 

(5) N3m<o*^*->n&tf*fr$Mk2ixx\<*&mm&^ : 

tL^75yfKW^^^>tflFPRLl , J^>K (PI) A. 
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12 0 0 3-0 5 9 0 7 3 ^ ^-v : 53/ 

(6) N^^^f-^->^^^5Mb$tLTV^@a^J#-^- : 2 0t^$ 
jLST^/Kiil^^ftStUFPRLl'jr/K (PI) B, 

(7) N^SSO^^^-V^afe^^^Mk^ttTV^E^J*^- : 2 lT^tL 
*T5y&Ey!ltf*&fc&'7'*aFPRL 1 U # > K (P4), 

(8) N*^o^^^->^*^;v^;Hb^tLTv^iE^!i#-^ : 2 2-c^£*l 

<5> T ^ y ffltWfflfr htzhM. FSFPRL 1 I) # > K (P4) > 

(9) N*»0^*-i'&*5&**/U$/Wb$*U C»-fVn^y^if 
HEftSftTV^RflfflH^: 2 1 T't^^ 7 5yf E^iJ^^> /^SF P R L 

i k (p 4) , 

do) N^<7)^^^-^>^^;v^;Ht:$tt. c^o^fvn^y^i 

j>mm £ fiX\s>2>WM&*3r : 2 2 *l* 7 ^ / MEW ^»^I.HMFPR 
Ll'jr/F (P4) £ L<fflv^tL^> 0 
£ <b K> *!&^<0 FPRLl'jr/Kt LT tt, p & L£ riB^iJ#-^ I 1 . E 

i 7ifcttB7l*S-: 2 l-e^^tt^r^/mE^J^ra-t^ti^lSW 
ymtfc{±N^Sor^ yfii (flk #**;vs;Wb£*t-cv> 

£^7"^- K (fcrtfU /^xVTfi^*;v^Wb$*LfcMLP£l&<) T?£iL 
if. ra^tw^ffiffi-t * rt^l^o TN^^O T 5 y * S Mb $ tt-c 

5 O-IS. Jiff t< (±2-2 O-fi-eab^o 
FPRLlVTy Kfim-e^oT^i <U WSLk tTI±, &35*6«Jfc:8ft£$*L 

am (flu *tmo (« v r mt^mm^bn 
fc^m («x.«^ mm. v>wt. mwmm, mm) torn, **v»i** 
r/^i, ^m. y*>*;w*>m> 

)is*ym) bvWg&Jft^bii&o 

[0 0 5 1] 




tiJiE# 2003-3103271 



^pM2 003-0 5 9073 ^ ^- v I 54/ 

FPRL 1 Vtf^Kli, HtT^L/ct Y*?$f.K YUlimytlOMMZ tzl*®Mfrt> 

Bg, 4-^>v;vt^v^ > v ;v r ^ ^ - ;v#Ia, 4-^f-M>Xb py ;vr 

^Jr^'^TOm 4- (2' , 4' -v^ h^>7x-;i/-li 
Knify^f;V) 7 jc y * ->#]|^ 4- (2' , 4' -^hWx-Jl/-F 
mocTUxfjv) 7xy*i/«TM**»fSii:#l?S*o 

^^K^fcLTtt^ DCC> N, N' -^yT'newW'f 5K, N--X 
f-/u-N' - (3-'7^f^T5/7*n'j;v) *;wf ^7^5 hWfflv^ti^ 0 
£*LfcfcJ:&fitefcfc»±9*MWW*3ra (#)xJ£, HOB HOOBt) 

tti> kwblt * s wtiuwmi&te&toi't&fr* fcwu a aw**** fc*± 

HOB txXfH^VMiHOOB t fc^Cfc-RStT ^ J 

[0 0 5 2] 



mSE# 2003-3103271 



12 0 0 3-0 5 9 0 7 3 ^ ^- *J ! 55/ 

Kj»^aE& t^ffl 1 7 & i t am h fir v* * ib jsscaw $ ti ? & 0 #j k. \t 

. N, N-^W^ATU*, N, N-^^f/VT-fehT^ K, N-**-* 
tfny KvfoiT^ KIR, * n n#/i/A*©^n^Wfcj*Hfc* 

•t h - > i; )v, t: h V )\<m<0~ Y y i»*^^<& 

t- & v> i± £ *l s> o jte os^o^M v» tt* o asiajKii # y ^ 7° 

^ KJHf-fr^jftRJS fc^ffi $ *l# * i t <b fix fgffl ^ t> m ±mSi Zfi. M 

ism- 2 o~5 o^mm^hm-KWR^fi^o mmtzfitzr < ymmmmz 
a#i. 5-4f&afHt?Mv^tL*o Ky ^/s^ffi^x*^^, 

JKOH-OTS L-Cii> Mx.^ Z. Boc. t-^>^**"> 

jJ€-;K Cl-Z. Br-Z, T^v^f-;l/^-^r'>*;V^-;K fV7^nr 

^^■7-fy^^^;K Fraocf»t,tL^. 0 
[0 0 5 3] 

*;v^^y;i/^ii, Wx-tf, tj^^x^tMI: (0lx.Hr> 

*^/**x;H; K9'^ Hb> t /Htf-ZI/fc K9S> Kit, h y f^t K 




ttiiE#2 003-3103271 



^j&m 2003-059073 ^ ^- v : 56/ 

(Ci-6) T;v*y^f;vi, ^o^^i^rn^n, ^>y>t^y* 

fnyvw7iy -/Hfcfcll3feofii«*fc LTti, Bz K C 1 2~ 

BzK 2-~hn^>v;K Br-Z. t -•/f->M^fflv> tt& 0 

Ufy>^)^r/-M§iiatl±, #Ix.tf> To 
-2, 3, 6 - > y DNP> ^>~7W + y^f;V 

, B u B o c ^ Trt, Fmoc ## ? ffiv* fi& 0 

, 4, 5-h'J7nn7i7-;K 2, 4-y->n7x7-;K v7^f^ 
r;V3-;v, /^-I^n7x;-;K HONB, N-tKn^y^^y5 N 
-tKn^y7^H^>\ HOBt) £<D.x*-r;v;i 3Wf§v»e>*L* 0 

^oT^y|feomtt<k$ttfc^otbT{±, iiif, MiSi-^y >mr^ k 

[0 0 5 4] 

vkmmomiz mm) jj&tLxn, wax, p & -m*>zw*p & 
i*«x^4>fflv^tL&o ±mmmK£2>mmRBi±. o~4 o 

, 1, 2 - x ^ y t - ^f O <t 9 =5; * f t >TOJ 



tBiE# 2003-3103271 



j^frm 2003-059073 ^ ^- v I 57/ 

<^M 5 ^t$jt-£> & o f tz > t * f - v ><o 4 \ rv- >v$m& tLxm^httz 

t ~y<D^i y v-fr^m&t itffiv^tis^;^ ;v*{i_LiBo i , 2 >s? 
1, 4-7*^ t-^^4T«Iia ^IMWt^ 

[0 0 5 5] 

F PR L 1 Vtf>V<DT$ VfcZnzmv-jf&tLTlt, tfO;LJ£> UK 
m^ff-V (sKV^f-K) ilfcEfH^ilftf XMlfVfz^ ^^fKi?) 
)V&<D$m&V>fr & Kfe* L fc * V ^7"^ K <h L> -TOM # y ^ 7 P ^ K £_t 

^flOFPRL 1 V h*<DT< K#^i^ J t?i^o 

$L FPRLlVr/ KOT ^ yfatMffi.\~ IT, BrSOtfy ^7°f- KOX^f 

^7*f KO^tltll, «£tf.'Hffi^& ^^^o^-ftLH 
ioT^w, FPRL 1 V#VK£»J&L#£^fr^7^K ! i> L< 



mtiE# 2003-3103271 



2003-059073 ^ ^- v : 58/ 

o 

(DM. Bodanszky fcitf M. A. Ondettk +**f* Y • v>*fev* (Peptide Synthe 
sis), Interscience Publishers, New York (1966^) > 

(2)Schroeder.fc «fc Z/Luebke N -9* • ^T^Kflhe Peptide), Academic Press, New 
York (196530. 

(m.mmm&, ^-/f K^sttm *,#(*) (197530 > 

197730 > teXZf 

®&mmm&m. mwm&vm^ mum. y*&, j£ju*0o 

FPRLl'jr/ Kfc**i-&#b#l±. $»FP R L 1 ^1-&35vffc£ I^Mt 
[0 0 5 6] 

FPRLl'jr/ KJi^t^fefigf^fflft^^LTV^O-C, F P R L 1 D if> Y 
. FPRL1, FPRLl*3-mDNA ^cf&WODNA fcB&8B*r 

h^iflbh) > FPRL l'jar^KSfcliFPRL 1 K*f1-£#fc#: (^T> # 
»WO^fcB&|Bi- 4 , $H^DNAWtS7>f*^DN 
A (&T. *3&W©T>^*V*DNAfcBfrfB^&^#&&) »i. J^TOfflt 

(i) $»fprl lott^^wai-stJimo^Hr^itr/sfcti^* 
FPRLiyr/ K»±«afeiEftfflft af*^ri-^o-e. f p r l 1 v k& t 

OiFPRL 1 Wa - Kt*#'J ^ ^Vtt K (M> DNAf) %t* 



tb!E#2 003-3103271 



^#Sl 2003-059073 ^ v : 59/ 

(Addison' s disease) , IB^14Mttfl> 'J * v b - x*^ . ?£ 

mmmm, mn-m. ^mmitmrn) > maammA mm, t)w 
'^-?-m> '*-*c>v>m. mmm^mmmtm (als) , ^xmm) , 
mm^ ffijfcm, mm& mmm^^^, mr*&m%am., 

mm.^mw^ mm#k) , mmm m. mtm, witvs-^, p^m 

m, *u->ffi (Crohn' s disease) , ««tfc*:Jifi£) > &fimM&Mk (#!k 

m®.m&. wvfrx'f k— m&m) . $>z>w*m%in m, 
mmitm, tujy? ^/^leife m> -im v^arn^ 

>r v^/woifc^/k^ ^;v^^^-f ;v^^^^f;v^^^) . SfcCrtnS 
[0 0 5 7] 

L/:#ot, MC^tFPRL 1 V 3f> KJfeliFPRL 
v^fca6t^ FPRLlVfV KO£»flMH*9!B#T? £ (FPRL1V^> 
Kif;liFPRL 1 ©XSS) M#:* ? v> & fc^l^ a) F P R L 1 V ify K * 
(iFPRLl * FPRLl'jr/KJ^IiFPRLl OiSrM 

ftLfctKb) (>f) FPRL 1^3-Ft^DNA^Eif(^tM^-t 
^i^aot, sb&v^i (o) ^^-5«;:FPRLU3-KnDN 
A*3fALI8&3<£fc&^ i«^tlf It ^> i J: ^ if C i o t, 
^rtHfett^FPRL 1 KtfctiFPRL 1 £>*&:)f #n$-£> FPRL 

Lt^^o a) FPRLl'J # V Kb) FPRLlI tzitc) F P R L 1 * a 
-Kt^DNA^ FPRL 1 V K4 *:l±F P R L 1 <P«H>f^fcKI$S"** 

gusto zTf/n-tz itmmm & t^Bi t t-a^-r & iwis 0 
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0iHl2OO3-O5 9O7 3 ^ ^-v : 

FPRLl'jr/Fs FPRLll^f^DNAIi, ^!x. 
TyV>i (Addison' s disease) . geMttiittfl> ^^14^ U 

(#);Lf£\ 7^7A^v-i, ffiSffittliafttfttiE (ALS) 

> x>fxjHii) > ftjuife, mmm, rm& m. «ttH«p;*^*-> 3s^tt»«r 

) ., femmfrmm (#!k *n->#§ (Crohn' s disease) , > i£ 

m. mmKzzmwLM, m&MMm, wz&&%&f£:mmffi (^x) k 

FPRL 1 V jf> KI/:iiFPRL 1 £±fB^lft • t^^J LTttffi*r&*fr 
[0 0 5 8] 

NA^W^VMiVfn')^;^^^-, 7fV^^f;v^^^-, TTJ 
fllx-lf, a) FPRLl'JT/K, b) F P R L 1 ifcttc)*»WODNAIi, 
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2003-059073 ^| ^- v : 61/ 

ff . a) FPRLl'jr/K, b) F P R L 1 i fcttc)*l&WOD N A 

nBae>e>*t*43dnofifls ^im^J. ^?;k BWiak Scfcak «tte*!i 

[0 0 5 9] 

>y*Afc£9 ftir*»fflv»fe*L, »ii$fci&»*tSMPk 0H;Uf> 7;vn-;v (flu 
„ ijfJT^a-* (#k yntfV'V^'; *yxf VV^V 

a-flO „ *>&%.mmn.M (01k v;i/^- h 8 0 TM^ HCO-50 

[0 0 6 0] 

±KTO • flWWWtt, MxJf, at«&J (Hit if. WWWMW, »B* 
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2003-059073 ^- v : 

mm (Mk\t, 77>, ^-9-^ r*. ^->, 

fprl 1 y Ko^«ii> &^ttMi, nm.m^ mwi. w^-n 

6 Okgtlt) ic&v^Tii. -H^||j0. 1~1 0 0mg> U£L<liffi 
1. 0~5 0mg. «£ L<»±ffil. 0~2 0mgmo*W* 

IT) iCfeV^-Cti. — B^oi^jO. 0 1 ~3 Omg^iJg, fiFt L< ti& 0 . 1 
~2 0mgSE J;«5SftL<(i^j0. 1 ~ 1 0 m ggjRfcfcHR&ltfc i *>i£^ 

^P^<7)^> -l£lftK#!lxJ£, $£M (#16 Okgiil 
T) fc*5V>Tte. — BfcogjftO. 1~1 0 Omg, t L < »4#& 1 . 0-50 
mg, J: «)$fS L< I4*&1. 0~2 Omg^o *ftP»i:S4t&»^tt, 

> #I;L{2\ &*^©^tt**fll;L»i\ (#16 Okgt tt) K&V> 

— HKo^ftO. 0 1 ~3 OmgSgR. &t b< (i^jO. l~~2 0mg@ 
JR. X L < f±$j0. 1 ~ 1 0 m g«ft *Mti£!iK £ 

[0 0 6 1] 

(2) jt&7-MfM 

J: 19, hf /ctinffLlW (M;Ui\ v**. fc?^ 7*. 
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^#12 0 0 3- 0 5 9 0 7 3 ^ ^-v : 

f K^n-mDNAI^IimRNAOlf JftffltSii:# 

#3£9ltf> D N A t it t±T >^-fe > X D N A £fflv>& JiffiOSHS^Bf W\ Wit 
{£> Sfr^oy - f >/N>f ^ Hf^^ a > ^ P C R - S S C Pffi (^^ 
(Genomics) , H5^, 8 7 4-8 7 91 (1 9 8 930 > T'ny-yV 

• • -g* • tvat^ • T-ft-r^ - • • t^fx>y/fx • *y • jx- 

x^x- (Proceedings of the National Academy of Sciences of the United 
States of America) , i8 6t, 2 7 6 6-2 7 7 01 (1 9 8 9#) ) 

§ tiitm&*? pcR-sscpsta»)DNA n&f&m&iWkm £ 

08x.l£, PflMU TV^-ii> ifclE, Mflil> TVV>m (Addison' s 
disease) > lE^tttMltfi, ^*tti'jX7b-f^ f£-£A^ 

mm, Emm, ^^mmmm) > nitttii («x.u, r^^^^v-*, 
/<-*>v^ «SM8ttfli^«^iE (als) > x^xii) , fanifc> mm 

rm&, mm&) ^ mans (#k aafiuiE, Mittvay^ flittva^ 

^ ^7A^fttJl^ Kv^ya^iiS) > (#!k 

V* (Crohn' s disease) „ m^tfcWife) > i^ttMf^ (#!k 1f1402^> & 

[0 0 6 2] 



IUIE#2 003-31032 



2003-059073 ^- v ! 64/ 

(3) *»FPRL 10Hm*5r^fc^^<k^^#*-t-^>^ 
^ODNAIi, LTfflv^^^lcJ: i). $WFPRL1© 

#3pj*±> mxj*. (i) *t Meaa^oa) j>) #5eojh 

[0 0 6 3] 

$P^F P R L 1 C7)m R NAiOlfeli|-ffi id \±\>XT<D LXftts: 7 

O 

(i) jE1tZ$>2>W±'j£&*:T)l>&t (^Jx.(i\ 77f, ^ 
•9-^ 7**, ->v\ -9-^^^ i^^^fiT^^A^f 

#^tt7t»^ttL^>^0J<7)FPRL 10mRNA«> ^Jx.(^ MTco^ 
^iCi flffl^^mRNA^fflU M?Ll$, TaqMan PCR^:^ 

mzm^&ztKz «9^*-r^>it^#, g^&^is:^ ^-fv-zn 

(ii) $H^OFP R L 1 ^l&m-r^^M^fr^±fBO^^v^^t, 
^®^m#^*tL^^0J(^FPRL 10mRNA«:|5iaatm ffiffi 

[0 0 6 4] 

$^OFP R L 1 0Mf^^l:$-t^^t07 * 9 
(i) JE^^^vMi^m^T'^b MffifLl&^l'MtT, P5#J£&v>Ji%3ift 
J* M'X&f £-5-x.& — TeBf^Bir (3 0^mf~2 4B#l«lflN £f£L<{*3 O^tiT 
~12B#^m. J: t<lil^r«~6B#F») ^Kli-^fflf (3 0 



tt5SE# 2003-3103271 



^# m 2003-05 9 073 ^ v> I 65/ 

3 BgU 0 * L < it 1 B#W&~ 2 0^ iWIKiil B#NH&~ 2 4 B# 

(3 0M~3Hf, ff*U<ttlP»M«-2B^ 
L < »i 1 B#H&~ 2 4 B#P^) „ »Cti^^OFPRLK0mRNA 

(ii) ^K^^^^^v^^i-^^^^fc^*^^^^^^ 
-£l$ITOSg& (1 5m~70m> »IK(il0t~3at, i^fKii 
2Ht~3Ht) > mT&nm&m^Z*iZ>*%W<DFPRL l©mRNAi«: 

I0 0 6 5] 

©F P R L 1 OMtS:^k^**^*tt4^1?*» , ^fctofcfi. ( 
■i ) *^OFPRL 103KUI*iiJP$'**ifcK:J: *K FPRLl^n 

»cAMP«> «flcAMPMi> ttficGMP4^ 

^fyi/h-;wr/ti4, fflmmmzmw). mmi*im&M<z>v >«Mb, c-fo 

-g-Mt-^tk (n) ^©FPRLioimi^^ifc^i^ &*B 

( 1 ) *I^OF PRL 1 <D$mA*ni& U ^fHHO F P R L 1 <0«l6^tc 
^> 3fcfigttKj£SU Tz?V>m (Addison' s disease) > IBMttMftti 

tts&astea&si (flix.^ 7^7^^v-i, ^-*>y>*!> ffi^tSteflafSasMb 



W|jE# 2003-3103271 



2003-059073 ^ ^- v : 66/ 

£ (als) . x^xii) , tut& mm^. n«f^ m, m&mmw?- 

ayjr&Sm) . $£ttflfti£A (#!k *u->#| (Crohn' s disease) > 

x&WJfrxmi) , ffe'CriE, 'MKtt*. ^oJflLtt^^ JFHfc, a»f 
(2) $»FPRLKOHIiW^ ^OFPRLl^» 
[0 0 6 6] 

^-geJSU ifcg> ifc£t£B&0ISU 7yV>i (Addison' s disease) , SS^Sg 

«H4ffi!im®<kiE (als) , ^xjr&g) , flun& «m*t. isi&ifc (#iu 

b^y^yg^itt) > 3fcffiteJ»aJ£,ft (0IU ^u->#f (Crohn' s disea 

se) , ^ &&w$mm m, \mm^ mm, 

(0IU t-fh^^n7^;^> >7^^>if^>f ;vx. ^ 
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2003-059073 ^ ^- v I 67/ 

' — ^ ±3S^^ V - - >^ffi?#f>*i4*l&KOF P R L 1 ©Mi^ij^ 

t tz immn & ^ o mm t l x&m -r h z t &x # a 0 

[0 0 6 7] 

aj> mmu mm#L s&eau &&m*i?tti>K-mm#>t>titz 

>C9 J: ? *-H*Bfc*!U ^rc-S^K 7*^6 y fdif x 'J - O J: ^ tlJ^ 

mm^m* t*zmm$ ?zitmmmt& & ? (Dm.n<omn%m^m.^ xm-x-rz z 

x.fy-fr) > ^V7^3-;v (flu -/nt'l/^^'jn-^ tfv x.^ 
a-*) , ^^ttJMBJSttSiJ . (0!l> *'JVM-h8 0TM, HCO-5 0 
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2003-059073 ^ ^- v : 68/ 

) &if£:#/EL-C*>«J:v> 0 ftiite&i: LTJ±, 0dx.tf> =rv;Mu 

[0 0 6 8] 

±ffl^lfc • ?&fge3J{±, #JxJ£> ttffftJ (Witf, y>BKWt««E, Mfc 
SMfe (Mx.it-, 7 7f, ^-9-^ 7*, ^f*. -9- 

)v & if) l a £ ^-e i s 0 

^J:93S*»i*&*». 3£Pi£#oi#^ -M^!lx.ff, OUSUBM (#16 Ok 
gtUt) fc*5V*-CWU — HtwOij^O. 1 ~ 1 0 Omg, 0 
~5 0mg N J:D0£L<(±8U. 0 ~ 2 0 m g X*%>2> 0 $muWK&&t %>Ws 

&2>TbK mint, mmm^mx-itm^fflx.^ &mBm am 6 okgtu) 

fciJV^Tii* — BKo&ffiO. 0 1~30mgj|t, UIKlillO. 1-2 0 

m S mm. £*>w-tL<wbo. i~i om s mBt*Bm&mz£*)&^ir2><D 

[0 0 6 9] 

(4) #»«©|^*JBv**lMff#8; 

FPRLl'J^ K #3§BJ!OF P RL1V if > VZft&MK 

BMfei-^it^i^^-c, w^fprli v v<Dmm*?*mte&m 

**^FP R L 1 l^tSiftli, $»FP R L 1 ?:#IKl(:llt^ 



ffiiE# 2003-3103271 



#M 2003-059073 A ^ : 69/ 



O 

JBIT\ *^OFP R L 1 lZtt-f2>&W*m^2> F P R L 1 ©^ISCov^T 
KStS^ FPRLl'jr/ KW^^^ffl^-& FPRLl'jr/ KOte 

(i) *§&m<Dffltt^ M^iVWb^^cFPRL 1 fc fcjafc 
nttt+OFPRLl^f^ is J: IK 

( i i ) mm t ct^l t tt&m <n$m& a rf mm.it $ n^i^ osu 

£i8I7e1-& - *4«Kfc1-*fcfc»*<0 FPRL1 «, 
[0 0 7 0] 

±15 (ii) <05£*ftfc:&v>TfcJ\ -MWPRL 1 <0NSM5*B»i"* 
^•e> ^©*ritffa&*F P R L 1 <DCWUKWfc't&&Lfc'e3b& £ Lv> 

o 

ttz, FPRL 1 t:*ft^^e 7 ^ n-t^Mfflv>tF P R L 1 (D^MZft 

Wfctt, ^MW^^fflv^^K, »^F(ab')2^ F 

ab\ 3bl.vniFabI^!rfflv^Uv\ 

<> #ffl5feifc*0#bIK* FPRLlt) teW-jELfcSitfk L< 

[0 0 7 1] 
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^ mm 2003-059073 ^ ^- v : 70/ 

Kfflv^ii-SfiiiWfLt lffiB"C*4!2*ttft<> M^S!g£l*U:£-£&^ 
[0 0 7 2] 

^H^W^ hM y f-iiHC «£ & F P R L loaU6feH*v^TJ±^ l^cRJC&i: 2 
^R^^fflv^tua^l&WO^^^n-^^gtfrii^ FPRL l^t*S5fi 



tiiSE# 2003-3103271 



^#112 0 0 3 -0 5 9 0 7 3 ^ v : 71/ 

o 

B/F53sn) . b, F^-mfrvummzmfcL, mkm* omw^^m-t^ 

mzwm u£t£$* <t)^s & 0 

^Khm^(o^m^m^m^^m<D^mifm-mmir^K^tz^xit, # 

, ^m-mm^(om^<o^m^}W,m^mK.x^m<oFPRL lowm^m 
m-rtitfz.^o ztib<D-®cM%:ms^&<7>mmK^xi^ mm, j&m%£* 

•m&i£m\ m2m m^m^ mm 5 i^mi) . wm^hm mm^M 

m^k\ (H3KSD (H^*^. BB^0 6 2#^) , TMethods in ENZYM0L0GYJ 
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^ #M 2003-059073 ^ ^- v : 72/ 

Vol. 70 (Immunochemical Techniques (Part A)K |BJ# Vol. 73(Immunochemica 
1 Techniques (Part B)) > Vol. 74 (Immunochemical Techniques (Part C)) 

^ RJif Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
)K Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 

es and General Immunoassay Methods) K I^Hf Vol. 121 (Immunochemical Tech 
niques(Part I : Hybridoma Technology arid Monoclonal Antibodies)) (JsLh^ 

j^±oi^:U, ^otft^lv^it^iot, ^©FPRLl 
< £ - £ ^-e i * e 
[0 0 7 3] 

F P R L 1 ©i!tO«^^ffl$*L^ ^Jx.«l». 

1U ifc^ ifc!lttlIR2l,«L T^V^ (Addison' s disease) , gS^jgtt?ll 

ttlMU ^tttxijX7f-f^ f£-£A^ it<Vtt8i« (Milt 

*«flaE (ALS) , x^XK) , fijgy^ gf&« % MS^ife (ffiU «ttH»V 

*^*\ ^ttmem. vw*mtm&. mmmmm, mmm > ( 

m, mute, IfclStti/ay^, l*i**te'> a ? *\ ^^Al^tt^jfiL^ 
7^'>3^itf) N ifcgtelSMkfc (flk ?n->#i (Crohn' s disease) . 

tfc, FPRLi<Dmm<omm7bmm^fitzm^i^ fprlio 
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£ 2003-059073 ^ V \ 73/ 

[0 0 7 4] 

(5) ^OFPRL 1 t F P R L 1 'J Jf"s KtO^I/cliy^tMSi 

. & X XFlfWRV F PRLltFPRLl'jr/Kt Oi^tt £ fcti^^MS 

^f&^FPRL 1 *JBv>aa\ £fc*i&**.MFPRL l^HII^iiL 
, ^^^fflv^cl/-b7 p ^-f§^T^-fe-rm^fflv^itt-J;or, FPRL 
1 'jr/Ki:$»FPRLl t(Di^ttl/di'>^tMSISrtfb$^*^ 

^ (Miff, ^^Kttft^w, ^j^t-s-t^ $m&m 

ioi^ *^!»H»±, (H) FPRL 1 *frLxmi!feMmffi&tt't&4k'&' 
m *»FPRLlCJtnT3-^H , (n) FPRL 1 ^ 

frtztmmmm&tvLmrztetom (.\*t>*>&, *^ofprli 

T>?zf~AY) , (>'^) FPRL 1 'jr/Kt^OFPRL 1 
*ifStf-;Mfrfr«K $>2>Wi (-) FPRLl'jr/Kfc^OFPRLU 

J^rtCa2+^g| N iHflcAMP^ IJIflcGMPi^ ^f^vb^'J 

mmm^i&> mmnm&m<7>v c-fo sosttib, p 

P«3 c AMP^PPM^tt^^ tv^o 

■T^t>*>, (i) *^FPRL UFPRL1 Vtf>Vb*& 

MZttzWi&b (ii) $»FP RLltFPRLl'jr/ K^i^^fc^ 

*HH§OFPRL 1 fc0^tt$7t{ii/^Msji?r^<b$^^>'fb^f fcti* 

**W«>^^ l J-->^i*t=^v»T»±. (i) t (ii) <DWi&K&l / f2> > 01 
xJ;T> F P R L 1 JCit-t & FPRL 1 V # > KO|fr&*\ 'lfflll&JW»®tt* *f *«l 
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0#I2OO3-O59O73 ^ : 74/ 

FPRLl'J^Kfc LTfi, HtffBLfcF P RLl'J # > K^ttx.T, FPR 

l i Kt^wFPRL i tvm&nzmkzit&fo&yiittz&wm. 

fCli, FPRLl'Jf^ Kt$HSOFPRL 1 fcOjg'^tefcSHfcS^Mt 

^WO^^U--^^^^*5V>TJ±. £*i<bFPRL 1 V 2f > Kh^H^O 
FPRL1 tO|g^f£$^M!|t/:(if<7)S^^tFPRL 1 V 2T 

[0 0 7 5] 

J: 14. 

a) tlML^F P RLl'J K£> ^0^^)F P R L llM^^i^t 
^ItUFPRLl'J # > i^M^^OF P R L 1 KmMZ 
*tfzm&fc&W2>, ilUFPRL 1 VJfy KOiFPRL 1 K*j"t&^:=: 
£#JI^U Sk%Llr2>Z.tZ!Mkt1r2>FPRL 1 'J 1fy Kt$HiOFPRL 1 

t <d&&& t tz it v y-r & mt s & t £ i± -e- omo * * »; - ~ > 

b) ^LfcF P RLl'J #V F£> #3&BjOF P R L 1 £^rt&«:i: tz 

imfflm<DwmfrKmm-£*ttzm&t, iiufp rli-j k*s * owe* 
{m^^ofp r l i z^mt&mmtfzimmMcDmmfr^mMzitfz 

Wi&K&WZ, I1U;FP R L 1 V 1?V Y<DWm&* tztemwrnft^tt-t 

-£-*&$!l5eU itWtfZZtZmWLtlrZFFRL 1 ';^>Fi:^:^<30FPR 
L 1 t<D^^ttzitiyy^^Um^mt^^^it^ttzit^(Om.(0^^ V - 

c) Iil/;FPRLl'jr/K^ ^<7)D N A !:ttt 

u t i: i o t«l±t:Ml^F P R L l K^s^it-^fc, mm, 
L£FPRL 1 V 1f> K^ir;i«^«:^ODNA?:tttl.fS^ 

fc*tgm-r2> ztizx^ xmffi.m±i-$£m. vtz^wo fprli Kmnmttz 

m&fc&WZ, SUFPRLl V IfV KOiFPRLl K*j--f ill 
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20 03-059073 ^ : 75/ 

[0 0 7 6] 

d) #|&§g<£>F P R L 1 fcr^ftt-Mfc-g-tf (fllxif, *Hi©FP RL1C 
Mt-&FPRL 1 V #V KfcEO £#3&BJ3?>FPRL 1 «r^i"*«Wfe^iSJMl$ 

^ofprl i *mmz?zit^&£V ! &xk4t&m**&w 

OFPRL 1 *^mir&mmz&M2*tfzWi&K&V&, FPRL l ifrLitm 

teMmm&im&L, stm-tz 1 t *mwit~tz> fprli'j Kt**«o 

FPRL 1 ^O^ttt^^^^^;W5^^^$^^^%tfc«^om^^ 

e) $Hi©FP R L 1 Srfim<b-r*^% *H^©FP RL1C 
^tnFPRL 1 K&if) ^^WDNA*MtSifiMS:^t 

£ <h tc <£ o t«I±t:ML7t$^^F P R L l 
$WFP R L 1 fcffittft-J-atofr** J:imM^Sr^ODNA^ 
^ZfeMtm&*i£mir2> i fc J: oT«BflajlUi^»aUfe*l&poF P R L 

. Jfc8^S£fc*iRHKfc-*-&F-PRL 1 'jr/Kfc*^FPRL 1 fc^)Jte# 
[0 0 7 7] 

£1% *%m<ox? 'j-^>»i:ffi^^»FPRL l kbrti. _t 
IBtfc^H^OFPRL 1 *^-f%> fcO^fctUffaft^fcO-CfcoT & ivvflt 

. *HioF p r l i ^^i-^fflai&^oMSoTOmM^itm-e^^o t- 

V^ttS^OtUli, &»&#*ji§v*T*A!&a£*fcfc hft^FPRL 1 
$»FPRL 1 -hlBO^fePffi^fctL*^ #3£I£OD 
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^ #M 2003-059073 ^ v : 76/ 

1" * ^6 * a - K-T * D N A »f ^ tt«* D N A #M V» 5, *L* &-f t 

iv^ 0 F P R L 1 ^ 3 - Kf^, DN AiM-^a±lll»»i:iAL. * 

V 4 fcm-fZ&g'MfolmVJ ^7. (nuclear polyhedrosis virus ; N P V) 

T'n^-^, ^ ^n^sj-^-f ^"n^e-*-, tn-l<y3 7^7 p n^"-3 7 
t'f >^#n^^^7'n^-^-, SR a yn^-*-&2?<£TiftK&* 

fx? it^-elSo tflx.tf, CNambi, p. *F • • • 

tny*jV->5r>Xh'J- (J. Biol. Chem. ) , 267^, 19555-19559H, 1992^] 

Uc^ot, *H^FPRL1^ 
4>*v*U tFPRLimn*^TU<, * fc^F P R L 1 £^ 
[0 0 7 8] 

*3&W©**y--V^&tei3Vv-t\ ^H^FPRL 1 fc^-f&Sttfc 
*»FP R L 1 Ztt-tzmtet Itii, iFPRLl ^^It^±i 

K##<-£S*t&K#<B£i:«:V*9o «^«fCfri££ LTte, Potter-Elvehj 
(KinematicattSO OJ:£m#> JMHfcteJ:*tf»k 7 l/V^^l^^^ t"eJnEE 
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2003-059073 ' ^ s<-i? : 77/ 

MIOSIS Kti:, «-®at^5**i*^*JR^SB*^»fe* Z<D%L*L<fi KX&frM 

&&±tLrm^tbtL& 0 mx.it, mmm&%i*i&& (5 0 0-3 0 0 0 r P m 
) "?®mm (mi%, &i~i 030 ml, ±»«r$e>jcfta (1500 0-3 

OOOOrpm) "Cii#3 0 55— 2 Btffl&'fcL. ^?>*Lai5t»«rfflHB59*fci-*o 

iFPRLl SJHUfi^ltB^OFPRL 1 0*U:> 1 

0 3 ~ l o 8^fT?*&0**jf i L < , 105-10 

[0 0 7 9] 

FPRL 1 'Jif>Kt$fi©FPRL 1 £: O^ttt fcii S'^/MSitfcie 

If, JI^&FPRL lmfrt, ^iU:FPRLl'J^KMt^o 

FPRL 1®#£: Lti±, ^»FPRLliS^\ t tzlt^rtitmmoffi 
tt^tt^^ilF P R L 1 1^* W«it tv\ ITOOi&ttfc»±. 

IlL^FPRLl'jr/KtUii, [3h] . t 1 2 5 I ) > C 1 

4 CK C 35 S] &£?-e$lfSfe$*L*:FPRL 1 VJf> K**?jWIv»<s>*l*o 
*IW9JC»4> FPRLl'J*^/ Ft^OFPRL 1 fcOjft#te£fc»i 

-Kmm-f&ZtKX i)FPRL IIp^IW^o /N'7 7 7-i:(±, pH4~ 
10 (MiL<IJpH6~8) ©r/|^-;77- h'U-^7 7T-4 
fOFPRL 1 'J^VKtFPRL 1 fcO*&<g'*|fi#L£vv"?y 7 T --efcJUf 
wfti/cfc j;v> 0 ^#W«tft^*te*$*&Ba«nN CHAPS, Twe 

en-80TM (^£-7h7^tt) > v^h->, t'**^ a h & 2?<D|fl 
Mfc1&&J£^ 7 7-Kin£& Sfcfc, 7*nf7- *fK«fc£l"fe 
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2003-059073 ^- V I 78/ 

^"^ F P R L 1 V KO^«:«lx. I) g PM S F, n-f^y^V. E 

-6 4 (^y^-w^s) . ^^^fvft^ynfr- t?ia#^j^^ini- 

Sit^tlS 0 O.Olml-lOml ^W-fe^-SeK**^ — 
(5000cpm~500000cpm) Oflfflft L£F P R L 1 V KSr^Jn 

l, hpski o-4m~i o-i om^m*^?^, ^^wte-a- 

i (NSB) *^*^*^^da*i05|c«»OFPRL 1 V # > K*iDx.fcRjES^- 
*-7*&JB*:-r*o RJfc*i*&0~5 Ot:, L< fi&>4~3 7t:T% &2 0^ 
~2 4BfF4> M£ L<&&3 0^-3B#WfTdo 

au m^)^777-c^l^ tf7xmmmm-mfi-%>i&tt%i%i* 

m^^^(Dii^>y h (B o ) (NSB) 4rg|V>fcft*>' 

h (B 0 -NSB) £10 0%£L*:R#, ##Hft^i (B-NSB) m*. 
5 0%^T^^^^^%^^Pl#f^O^^>^ffi^®i:Lr^i-^> 

[0 0 8 0] 

FPRLIVF/ KJ:$»FP R L 1 fcOtt^ifcli^^/Ma^fcSE 
ftS^Mt^** V-->^-&±fBOd) ~e) O^^^J&-T^^i6^}i> 
#0xJf. FPRL 1 *^*jMIUia3Wm»tt*^0^* fcl±7|jJlto»5£ffi*? 

£f\ *^OF P R L 1 t^tt^tt^^^f 7x;^V- 
0Hx.tf, 75*K>E cAMP=&^) (DSzMifi^ mXLfr&fr* i 

ffiiE#2 003-3103271 



^ppll 2003-059073 ^ : 79/ 

«Bfl^J»«tt*38^LT^^y-~>'^*ff*d »c»±. Si^FPRL 1 
<D*£:W<DF P R L 1 £^r1-&M$U ±SB©»3fejiSiF P R L 1 

««jm$u *i«atB$u »Wja(ft«im«t*^**fflv^tL 

o 

t iz, &&ik&to t LTl±. F P R L 1 ©ettWIfcOW^jeW* J: Tf 

KmY-ztitzit&mtmt v<m^b*i2> 0 &%w<o f p r l i otstt^e^m 

[0 0 8 1] 

FPRLl'jr/ Kh2|s:^<7)FPRL 1 t (DigteteS fcti y^tMsl$:f 
. *WFPRLimt» JWH^OFPRLimt^i 

i. *?v-->ymum 

Hanks' Balanced Salt Solution 0.0 5 %C0^ vlfiLVfT^ 

b) FPRL1 gift 

$HWOFPRL 1 CHCMfflJESr, 1 2 Tc^V- h £ 5 X 1 0 5 

ffl/^-C&ftU 3 7t, 5%C0 2 > 9 5%airt2B^tU:^o 

c) ^IfgtFPRL 1 Vlfy K 
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2003-059073 ^ I 80/ 

c 3 hk c 125 n. C 14 CK [3 5 s) fc£"T?**LfcFP 
RL l'jr/ K 

ykmm<VVm<Di><7>* 4V$>2>Wt-2 O'CKT^U ffl^F^iWSfeffijSUr^ 

1 /jMKt^tSo 
d) FPRL1'J#> KflliHift 

F P R L 1 V K t 0 . 1 v!JS7^75 > fc-g-frPB 
StlmMh^l.i^:iIU -2 0t:T«no 
[0 0 8 2] 
2. jM&£ 

a) 1 2 5tM*&t£^B7 p W h KTiS#U!:*»9I<0F P R L lUSCHOi 
Jfe*. «U5efflj^«^l m 1 -C2 EltSfe^LJt^ 4 9 0 ^1 «O805£ffl««ifc«:#5t 

b) 10-3-10-10 MO»MiI^ 5 p 1 inx.^, ItF P R 

l i y if> p\ jdx., mskt 1 h#w ^##lTO#«:££n& 

fcfcfcliS^ffrgl&Oftfc *> 1 0 - 3 MOF P R L 1 V 1S> K£ 5 p 1 iflx.T 

c) ££j£«B&*U lml<£ifc^JB^®&^ 3 Eiffel &<> UHlftfcjfrfrLfc 
^IFPRL 1 V^f> K&0. 2N NaOH-l%SDSfiiU 4mlW 

«I5£U Percent Maximum Binding (PMB) fc^O*-?***,, 
PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 

b : m^^ua^mom 

NSB '.Non-specific Binding 

B o : Mjzffi&M 

[0 0 8 3] 

FPRL 1 Ktt-f&Tzf-X hf***7V^^ Y'C$)&fr<DM: J fa#)%:W 
i^ftliJaT^) (i) SfcJi (ii) icfilfiv^ 
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12 0 0 3-0 5 9 0 7 3 ^ : 81/ 

frv\ FPRL 1 'J#> Kt^^OFPRL 1 t Oj^tt£^fb£-l2:& 

PRL 1 KM-f&T^-X ||[«tt**L*vWk-frWi^»i*0*»i* 
f&9i?)FPRL 1 T bt^So 

(ii) (a)i^Mt^^^FP R L 1 ***r&iW»»C»Jtt$*, JifBL 

WFPRL1 K*H-£T=f~* h-C&&o 

(b)*HlOF P R L 1 £f&ttlb1-&lb^ (M£lf, V K) &#f£W(OF 
PRL 1 &J«IftU»»$-*^»^-k, *H«©FPRL 1 

mmik&mz*$&w<DF p r l i *tt-t2>mmtemrnz*tfcVi& 

fcfctt*. *H^FPRL 1 Sr^L^jWHa*!l*«tt«rill5feL> it&ir&o *H 
^OFPRLl *«tt^-r&'fk^^ i *«BlBW»Stt*«^$*»&<k'fr«4 

t tzl±Z<Dm±, FPRLl'J ify Yt*$km<OF PRL 1 <Dffi&&t 

l^7*-fc^LTjfflfl^»m*^&ft^W (V^*9>*, «^<7>FPRL 
lWtST^H > (n) RjHBiaJ|Bj*fSttS:^rL.*Wk^ (v^^*, 
**W©FPRLH:Wt-67>^^h) > M FPRL 1 'jr/Kt* 
HiOFPRL 1 fc©>B^*it»1-&'ffc#*K **v>l± (-) FPRLl'Jf 
> Ki^OFPRL 1 fcO*t^#fc^3*Mb#<Kn?**o 

g&M'tofc^rt^f'b*^ itt^^k^fiff^^b^-e^o-r'b iv^u 2r£n 

*H«OFPRL 1 Kttir &7=f-* M±. FPRLlVr/ K^^Tf 

ittti^t^ffl^titv^oT, fprl i y K^-r^^afgiiicjs 
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2003-059073 ^ ^- v I 82/ 

#3£^<£ F P R L 1 & T ^ 9 zf-X hit, FPRLl'jr/ KA^ff & 

£3flH£*#MHI1-£ it^H^-e, FPRLl'J K©£&flH£fc#PfW1- 

FPRLl'J^ Ki:^(OFPRL 1 fcOift^;&&*iBrr*ft'&«M±^ F 
PRLl'J # > K*^ri-*^Sffitt«:*!ISi-r*^*^^ia#tt*Ei*fc ^ 

10 0 8 4] 

FPRLl'JT/ Kt*H^FP R L 1 hOig^ft &m^£^Mt^ii> 
FPRLl'Jf> Ytf^&&mft&*W&*i:htzib<DF P R L 1 V 2f> 

v>T#k*LMfc£*2*:{±-£<Z)m> JRfKT^-* hifcliFPRL 1 V Ify Vt 
(Addison' s disease) % £ E&^ttvf Jfo/ft^JfiU ^tt^Uvf- 

mm, fnif> h&m^ 0>5m.mtmm > #«mt^m («*.« 

„ TA'y^'fv-^ ^-*>V>^ ^^1M^*ffc!m (ALS) > i^X 

jb£) > wk& ntt& m, wm* *s§h*h*h^ 

* > F«3Rte~> a y 9 „ ^9 ABfttlfeJfiU^ h * v- y 9 *> a ? *^Pii£) , ^ 
te»j&ft (#k 9u-yffi (Crohn' s disease) > «01ifc*d§:&) > &Ettlfi|i£ 
m («, 1fHiJi»> JWi^a^ K~>*> flfr^) , **v»»±*«LK (0!) 
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^r-m 2003-059073 ^ ^- : 83/ 

— ^> ±15*^ y-^>^;£&t?Wfc*L&T YttzitF FRL 1 'J 

P R L 1 ©Ml^^Bt^il^^i^/t fcli^«E»J«: ^ 
EH t LX&mir £ £ 7&s-C § 4 o 
[0 0 8 5] 

n-*<0J:-5&JR5&#k a *tr^>> T^v&fc t'<DX ? *B 



miE# 2003-3103271 



^fWi 2003-059073 ^ ^- v I 84/ 

. gK^vteliW&teSJ (M, * 0, J v;v<~ h 8 0™, HCO-50 
[0 0 8 6] 

JilB^I* ■ Jfr**Ui, «*.*^ (Wilf, 'JviStm 

^©J:^ fcLTWkfr&*#Jli^^6^^*&OTN mini, h^mtlL 
Ifc^ 9? K S-fr^ t7v, :/*\ -r^, «9- 

g LT) lcj3V>Tti\ — BlCoi^O. 1 ~ 1 0 Omg, &t t< tiffil . 0 

%2>i>k mini. mmofc-eitMizmz-K. &.m&m (#fi6 okgtu) 

Ki3V>Tf±, — H£o§*&0. 0 1 ~3 OmgSf, ftt L< ItffiO. 1-2 0 

mgm i»ijfii<iii»o. i-i omgmmzmmmtfcjLV&j^'fzv 

[0 0 8 7] 

(6) fflll&Kfc£»ta*HWOFPRL 1 £fctt*0«#^^KO*&gHt$ 

#3&W<3#M*:t± % 2K^<7)F PRL1 *!|Ifi5i:lit^ 
jttMK^t&^IPJOF P RL1 Ol^^bS^&'ft'S-^* * U --V^lc 
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^pf-M 2003-059073 ^ ^-v I 85/ 

(i) ^fc hPfiat&^a) JfiL$u b) c) m$?frb%.MLtz®M. 

(ii) $wfprl i*m&h^mmtm*m&^ttk, mmmm^ 

(iii) M«?Llil%^a) b) mH.<»m$*, c) Bi^'o^L^ai^ 

m-t& ztKzz, mMWkK&w&*%m<7)F p r l i <om^mt^^:Mt^ 

(iv) $wfp r l i zmtfh^mmfem*®* 1 

ofprl 1 oft£^b£^&4t^<7>* * v --yy-ft&t^-f&o 

[0 0 8 8] 

mMM^^'s-f tt^,^:^(7)F P R L 1 <Dl£A\$M;fo#)M$VXT<» £ d t 

(i) jElirfc&v^^m^T^^t MffilLHi^ (tfiJx-Jf. ?yK t> 

fcy^ <£ !9 :S-#^j&c(±t 

vxtm.mmfc, v>mmmm, ^^mmm* *?) m~mmi>. a»> %m$> 
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2003-059073 ^ ^- v I 86/ 

&wmm*w&u #®fett^J (eox.tf> h; v>xi ootm n ?>f->2 

M**#<^2*L&ltfK>-<*:&v^ 0 »<7)»MtLti±> Potter-Elvehj 

(KinematicattiQ Oi^m 7 if-CiJDJE 

Lfc^tt^W X;w^f>i^m i £ J: Jftf^f £>*i& 0 *ffl 

UfflV^tLSo 0flx.tf, »»$t£1lal (500~3000rpm 
) tlffl OUt. J»l-1 0#) SfrfrU ±ft££ (1 5 0 0 0-3 

0 0 0 0 r pm) TSI1jr3 0#~2B#IB3frfrU '&hflZ>ttM*Wmfrt t&o 

***** if > K>f y ^-*aai5fefett±IB«>^* RMfcfc LTfrfc 9 £ * S T- § . 
(ii) *H^FPRL 1 ^^m-t"*^®l£^*-tfS^V*^v^MU 
[0 0 8 9] 

fflJfeKfcj3»t&:fc!&EOF P R L 1 Oifc^bS^aflS^OX ? U -~Z/>T 

XfVXfc£ , £#x.£-5ER#ITO (3 O^str— 2 4 8#IBJtfU Sf£L<ti3 O^ttr 
~12B#TO, L<l*li%mtiS~6Wmm) ^t<(i-^HFIt(3 0 

M-3Ht, jfr*L<*ilWMBl&~2B3U * t < t± 1 H#W^~ 2 4 H# 



tHf£# 2003-3103271 



2003-059073 ^ : 

'&-fem£immt. (30^-3 hi, #$b<tti-i$iiri~2Bfc. i^ti< 

\± 1 B#P^~ 2 4 mm&) > *fflJ&IIK:j3>7&#3&^<£>F P R L 1 <Dm*temL-tZ> £ 

(ii) ^@^ft^m^^v^«-t-2>^tc^>fk^^^^^m^^^ 
-fc&mtgmm. (lB~7Bt, ^L<!ilB~3Hf, £9#£L<«:2B 

mn&wmfr^i ti&^mMoF p r l 1 ^mEJi*#Ki^^mTo i 9 

(iii) JE-g&Z^imB^y*)^*: vm%MM (Mx.ti\ 

K7*^ ^3, 4%, «£ ^ 7 

(Milt IB, JJFH> WBfcfcO . 

5ettift fc, *mfeHlfc:*5 * ©FPRLloi *5tS-T * £ <, 

(iv) ^»fprl 1 i5km?zi&5m&tm*m\'*xmwLv> s £WLi tz 

10 0 9 0] 

U) «Bfl^ic^»t*2|5:|&WOFPRLlO4*i«ln$*&ifc^J:0 
> FPRLl*^r*jWJ6JW«fiHt (0Ox.tf. 77^K^tlf, 7-fef;vn'J 



tBUE# 2003-31032 



^pM2 0 0 3 -0 5 9 0 7 3 ^ i-i? I 

(n) «Wfiil^»t**»l!OFPRL lO 

«BIIW»c*»t**»W«)F P R L l <a»£3i;(JDS-£& £ i d , #ffl»J$c?£ 
Tyy>i (Addison' s disease) . i B*UEtt#JflLttJtJllLx ^ 

$mm& (Mx.ti\ r/u^/^f-r-^ mmm^mmmtm. ( 

ALS) . x^fXIg) % flUft& B8«§: (flU «ttM«n;*v^ & 

?mmm > $&tt»£J& (flU 9u->m (Crohn' s disease) , 

ife) , ^ttw^m «tt«f^ mm, in-* a* k-*>*, w^) . * 

ffllfelfcfcfclt&^l&EOF P R L 1 0**«^$^r* £ t K X 0 , IBMOmtS 
tt*«il$*&^^*±, ^OFPRL l^lHra^^jfeH-f «*UR^W"t 

mfE#2 003-31032 



^fI2 0 0 3-0 5 9 0 7 3 ^ : 

□^i:tfflt^o wax, mt&m*&m¥mm&hfc&<k&<Dm.fe, #i* 
mmmzm*zfr&&&m*rMX'mm-f2> z t laot^ts ^ t&x% 

7 t<z~?z>i><Dx$>z> 0 

[0 0 9 1] 

f-y, n - > * * - ^ h 9 2f > K 77t7^<0J;-) ^Utt* ;v 

HJ^A&t*) &^fflv^*L, ®^&^!MK)£iJ> #!J;U;f> T;vn-;v (flu 
a-*) , ^^^>tt|^®fStt^J (#!k ^JV^-F8 0TM^ HCO-50 

ttz, ±.m^m - femn±. maix, mmn m*.^ v>mmmmm, s^m 



ffiiE# 2003-31032 



2003-059073 ^ ^- v : 90/ 

W)Wj (mk\t, 7vf, v^x, t^y. *3, -9- 

»ffc#&tfcH:*o&o&^*f±, tS^fcttU Minify, aHfc, 

tafiiiii*^)^ sp«#o»*\ -mmmjut, &smm (#S6 o k 

gfclT) K&V^Tfi. — Htdo^O. 1~1 0 Omg, lift b < ttfe 1 . 0 
~5 0mg, J: U< fi&l. 0~2 0mgt^S o »fi5^W^ 

fc&rt*, «I£lf, &j«iJO^-Ctta#«IiLtf, ifeEJR# (#f 6 Okgt LT) 
fciSV>T«\ — Bfco£*5j0. 0 1 ~3 Omggt> $F£ t< ti^J 0 . 1-2 0 
mggJK, £*)ft*L<l*mo. 1-1 0mg«fl£«r#IRftltK:J:*)«:^-i-*O 

**»»^t?*&o mv>mm<7)Wi&i>, #m6 o k g^£0K&#L£*£&-5-i- 

[0 0 9 2] 

(7) *HiOFPRL 1 K^a^fc^LT&aglS 
fflOFPRL 1 fc*H-&ffi#0**Di&14*:«\ iFPRLKDiWv 

i"&*^»l±^ KF P R L 1 OM#t4'>^t^fel> tflJxJ^ fFPRLl^ 

-r^jNiimiamtt (fin 79^Kvtssi> m^a'r/aai, iHrtc 

a2+jj|«|, ilrtcAMP^ WcAMPM$«> *fflJ&ftcGMP£ 

Lfc**o T, F P R L 1 4^#Mfcl^ F P R L 1 OfifHI&a 

^FPRLl'jr/ Kjt#^^^H1-«>^m^K» • f&JKSIfcUlv^Ct 

±is^kf • ft«Bw*±. KamLtz*§&w<DF p r l i em traau:: t 
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^12 0 0 3-0 5 9 0 7 3 ^ ^-v : 91/ 

[0 0 9 3] 

(8) *^07>f-b^DNAS:ttLT«:SIg| 

*»7m>XDNA(i, FPRL 1 ©jftfNf&S* F P R L 1 y 2TV K 

^-eoMta*i<S^*otlflt ^ zfx?is*<f- Vfu-y*t LX&mt 

[0 0 9 4] 

(9) 3(c|&WODNASAa6^0^» 

**WODNA<E^Ift!»fcB&fBi-&) *g«WP, ^*t^P. *HPi3 



ffilE#2 003-3103271 



Q0f-m. 2003-059073 ^ ^-v : 92/ 

Sfc, i: 0*>tt^** (01*. I*. MtU, C5 7 

BL/6m DBA2Mt^^ ^fcLt, B6C3Fi^I, BDF 1 
B6D2Fi^l, BALB/cH, ICR^if) t/ctiv^h ( 
M.Wistar, SD^fc') & Lv\, 

VtfflMVsK&^X&mL 3 ) Z>mkk.s<9 9-\z.&tfZ> rUtHJftftJ tLTii, 

[0 0 9 5] 

^OilDNAtLt^ 7G(0^O D N A OM^iJ I (Mx.^ 

. mmt&ttz) tf$Lttz*><7), *frtttcj4, m^o#jp. xa> 

tt&fc^**£C;fcDNAfc^ffiv*fc*^ IfDNA^J^o 

iifDNAfcttli, If^^FPRLl *|&5i3**DNA&ifti* 
L> 0flx.tf. jEHT**I&WOFPRL 10««6*?P«l|-r*FPRL l«rl&a$"* 
^.DNA^Wfflv^ti^o 

#3&w ^*i4D n a it, ttmti-2>W)Wt mm$> * ^ itmm<v ^%h<om% 
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^y-m 2003-059073 ^ ^-^ : 93/ 

ODNA*l«»a^&DNA<g||l«llJft»«:ftffl-t4£i:*«-T?S&o 
[0 0 9 6] 

-ejflL^|^>f ;v^3Srif<^>v bn^W^^^ 7 9 *s-T t tz 

±fBODNA^Pfff^ ; ff^97 p n'=e-^-^LTii, <£>^;i/;* ( 

Jd/J^ft^MS^^ ^7f>Kl, K 1 0&£&K 1 4. 3^-^ 
V I MiSXtPl II, -^AMPt^^w^f^rt-^iS 

Afljm^H^ ^I/t7 , ^-fDy>^rt-^ (HftfcT i e 2 hB&£*L&) 
> t > 'J -7 A* V -7 A7f / W 3 'J Vtftit (Na, K-ATP a s e) , 
~a.~-u?4 y Vmm., *9v?-**4>ltoZTfl IA, ^n^n-r-f 
i— Vimk^y^e*-. MHC^7^ IfitJS (H-2L) , H-ras. V 

-v. kw<5 yp-jmAtm-m, y&Bk'**'**?'?*-' & (tpo) „ ^•/•f- 



ffiSE# 2003-3103271 



m 2003-059073 A ^- v : 94/ 



->>efill*J:O f 2, 3 J-V fn^nyj'A Thy-1, 

^^n-/V>> HflBT^SP (VNP) , If T^D^f KP^>^-^>>, 5 

(EF-l ff ) oy'n^e-*-, t bisJ:^7 f'J /ST^f >7n^e^^-^ 
[0 0 9 7] 

iE^^^H^O F P R L 1 oa^«li, tf4 fctt*«HWL»* («x. , 
^•9"^ MX^-, *7y*&f) fi*?)#F 

JUL j»lt^jffll&fi*DNA^J:y p ?fT«0#a^'yADNA9 

ttMbNU& ^if«fi*RNAi O^O^^i 0W»$tL7t*«rDNA«r 
RI81R««ttlE»l&i»^j5V»Tl&aLd*DNA3y^ h L"C, ttrfS 



tbSE^F 2003-3103271 



^jpg 2003-059073 ^ ^- v : 95/ 

ift^S^T^OKfilS^ i W11^)^T ^^^O^ttD N A £ it 
£9 fc^Tt & £ * jftl*-r & o D N A £ £ «V> £ <Dm<OW}%9 <» 

o 

<DW}m*$lW>-t %> £ t i 9 t^TO^IfiD N A 0 K^Tf %> i "9 
[0 0 9 8] 

#3§9!<7)E#DN A bHWUB***, ^^^IE#DNA^^ 

©fprli *s&ib<& f p r l i ^K^-r %>$k&<Dmmmfrv> 



ffliE#2 003-3103271 



H20 0 3-059073 Q ^-V I 

ttD N A *£fcKfeW1r ZZt *W&LX&D N Afi^rtfrtf t L tifOiff 

httu If <7)D N Ai^^Si: o t^tt ^ >: fc ^-e I s o SttlP 
HH^Rf *5 »t 2> *f&W O HI* DNA^fli, ^9(JilftOJEfi»A^ £ 

<7)£:T ^H^oM#D N A Zmir&o IXD N A feffiR^ttOW^KEro* 
[0 0 9 9] 

mo f p r l i £ * * i t $ , ^(Dmm^r^W)®! t 

Lxmm-t&ZLtWZZZo mx.lt. *H^OlfDNA^f*^ffiV^, * 
%W<VF P R L 1 0«i7lfi1^^0#ffi«|)(Offn£J: OM^iJSmfci** 

i^FPRL 1 o*IB^fiHSaa^JE&!6t:^»t«*»WolM|r FPRL 1 Ki&IE 
fFPRLl 0$£fg|fi# (dominant negatived) ^^T^t^ho 

ttz^ ^l&WO^^DNASrlES^^HlfUHl^li, ^OFPRLl 
OHIiJP^Sr^ri-* £ i:^£>, *^OF PRL1I fctt<0«^ftttffl3RSS* 

KM-r & ternm* rt&miz mm*smxh & 0 
sfc. ±u2mm<o*§&m<DDNAn®m®<D*oM(DmmT$m&£ lx, w 




mM# 2003-31032 



^ppM 2003-059073 ^ ^- v : 97/ 

ifc»±DNAKJ: !}$&^$*LfcFPRL 1 &if»£##rr* £ fc K J: 

FPRL 1 i ♦) v>lifStt^t & F P R L 1 t^iitttcov^ 

®*&w<o&&f p r l i *mmn& & Tfz<vmm^%¥i)^z-bfiz>o 

[0 10 0] 

fcd*-c£ % Ztz, *«iOFPRL 1 HMjS"t&^B j e-7*^o#»Slc^it& i 

^ti^ifli^^^W^lt*^, Sfcte^ $»FPRL 11 

OFPRL 1 is <£ tf*O^8#W<0fc#O^fcfiff^»fc * & 0 
SkK, *HW©bNACftti»S:fflv^, $»FPRL 1 
gOTt^^Cr, *H«OF P R L 1 HH»i"&Jj|Jilfl!>^**OHfl*^f * 

fdi^O^tD N AM^^ ^ - ^OFPRL 1 tfffli&f 

[0 10 1] 

(10) Jv9T*> YWlVd 
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2003-059073 ^ ^- v : 98/ 

C2] ^DNAt^V-* 0 -*-*!^ (flU ^B§m*5lt^/?-*-^^ h 

^) ^ t k i 19 toimss n^is c 1 ] m^omnmm, 

C3] isymn^ib&m en ^iBm<ojK#M. 
C4] ymimm^yy-mmmx^^ cid ^fBmoK^^ N 

*mfWfcft$c$-£*£fcfc i <9> DNA^ffl<)l:^OFPRL 1 <D%M 



tBSE# 2003-3103271 



2003-059073 ^ ^- v : 99/ 

i J v9T*> hDNA&fEM1-*U£ iv^ 

[0 10 2] 

NA^MES*l^{i*H^<7)y -y^T"!; h E S #BJ1& t B&f fit" &) <0&fe 

) > cat (^D5A7x-3-A'7'fef A'h5VX7x9-^jt€ : f-) fcft^ 
fc"t4 * -aUs^^AI" * i t * V «^ 

ix.lt polyAttjfllv^^^) £J¥AU ^ 7-fe>Vt-RNA ; S:'n 

§ * < - 1 k x o t> »*«Hw5te&=F*«L«i-r * * i i^mm udna 
immmiz.mz.x #&*LfcEs*njftfcov*T*» 

E<DDNA±&*v»fcl*o£#<&DNAE^J£yn-:/£ Lfc^lfWW/ 1 ; ^ 
^->a VjSf^^V^i^-yyf'f >^*^ *-_h<7)DNAgE^lJfc 

ffiRiaifex.^^ J: D^I&WODNA^ig'fk^^TCOE S»t t 
Tfi, ^Jiif, frJ£OJ:^*SE^Wi:$*L^tO*fflv*rfe J: <> tfz&Za Eva 
ns ^KaufmaOyj^^m CTff L < WjE Lfc £ & <£ V> 0 0f*.{^ ^9^«ES 

»<w-S\ —m&wti 2 9 ^co e s mmtmm ztix^z 

We>***ESjfflfl&*5l#*t-&*^OBWe«x.«^ C 5 7BL/6 v-7*^C 5 
7BL / /6<O^P^co^^^4:DBA/'2 fctf>3c$|KJ; 0 l/:BD F i v«7 
* (C 5 7BL/6 i:DBA/2 b<DF i) £JiV>T^:£Lrt:<> 



miE# 2003-3103271 



^gpM2 0 0 3 -0 5 9 0 7 3 ^ ^-v I 

1-&££-C^?)«fcftW*£C 5 7BL/6 v^^tcftx.^)- t^tg'e^^,^ 

[0 10 3] 

o £<^&£i£ffl-r*u*\ Has, «®dw*-f*ojc*Eji o 6flojwia«[*55L 
s t ommwmi&<ox $ %mm%7 * -y-m^-vL if a~iooo 

0U/ml) mETK%Mfrxl&m&ft (jfJKli, 5%W^, 9 5%^i 
^«5%mm. 5%JfeBWr** 9 0%^) T?^3 7tt^itSftif^-C 
*§^U HftBlfctt, Wz-tt, h'J-/'»/EDTAM (a#0. 0 0 1-0. 
5%PJ/y>/0. l-5mM EDTA, 0* L<ii^0. 1%>^v>/ 



ffiiE#2 003-31032 



0 0 3 -0 5 9 0 7 3 ^ ^-v : 

ImM EDTA) OiMBlftftU ffrfcttljajftLfc? >f -^-»_hK 

>^<D^ i fc^it^, i) CM. J. Evans WM. H. Kaufm 

an, *>f?-*- (Nature) &292*k 154K. 1981^ ; G. R. Martin 7ui/-y* 
4 >7X • #y • f-->a^-;V • T#7*3 - • ^"T • *M.xv;* • jx-ji^ jc- ( 
Proc. Natl. Acad. Sci. U.S.A.) S78^. 7634H, 1981^ ; T. C. Doetschman 

>>>-^;v • • ^VT" 1 ; toy- • yy F • j^^x^v *~y9fr • ^e;v 

y^-n^-, fjl87^ 27Ms 198530 > $^WE Stt^M^^tH^^ 
$lWODNAHI^^iEI^ ^ >e hnlc&lt&^l&^FPRL 1 £/£f± 
$^OFP R L 1 <DMm!km^i!bm$fc&^~tykmx-$>2> 0 
[0 10 4] 

^ODNAM^t h BffLl&tMi. Wft»©mRNAi«:^P^t 

Al~£ 0 ^-0**lODNA*q^fittfl:$^DNAS 

^coDNAIB^iJ^^n-^fc LrtrW WW ^-f v a >«Wft fctt*- 
v * * fi^cO^W <7)DN A £m<0iE#«*fc<D D N A £79 



mSE# 2003-31032 



^pM2 0 0 3-0-5 9 0 7 3 ^ ^-v : 

&>ffo&*A& w kssi* &un x. tz*$m (o d n am £ & ojama-cflns: $ tu^AM** . 

$»FPRL 10A7n^^HfltRife*SSU ^*Lk£>jgfl : /^<b^l& 
W<VF P R L 1 <^*^3&iP^:£40#&#£ -t^^o 
[0 10 5] 

zi? M«IL«l»^tt^T, S^fflTOita ^ISIODNAIJ: 

# <b *Lfci&#|@#: t> N A v ? 7 V h $ fix v> & £ k 



fiJiiE# 2003-31032 



12 0 0 3-0 5 9 0 7 3 ^ *<-V I 103/ 

[0 10 6] 

(10 a) ^lODNAO^«ff4^:j6Bt&^^ttM • fKi 
? i; - - > £ *5 V* XM *L&*L&m <F> D N ASE£F£* h l«IL 

it^tu £S£l£<rk »*ftmm> *fi%$th$u «b^m^*ftm^. 

WiiiftiS^^lif , e*HltS*ftfc tTfi. Mill SPS4> Mt&M 
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2003-059073 ^ ^-v : 104/ 

[0 10 7] 

a. m&m®z>&mmM>*m 1 o » * t < »±i& 3 0 %m_t. i 0 «f* 

Addison' s disease) . efiMttMttfil, V * ^ h - y'X , 

A-^'/V^ (ALS) > x^XK) . ft 

flk ^ n -y#§ (Crohn' s disease) , «01fe*;J}§5fc) . #kffl&B&B. (M, It 

ttwitv^o iot^tttii, mm* (Mx.\z, m y> 



miE#2 003-3103271 



2003-059073 ^ ^- v : 105/ 

L^H^<^ F PRLUFPRLl'jr/Ki ?>^te £ fcti v^tMSIl: 

b $ & £ #^rf met w § * 0 

i <d x 9 k lt# ib *t& w\ ^-cig*tt-c* & Mill fc 
{inilLii^ v?*, K -^*\ fc^v\ V 

v\ -f^, ^;i/&£0 ^Ltfe4t^ui:#ti^ 0 

^k^»ifet±-e-oJ®o^ftt±, *r*«UU iW*f3fe, istsow- hfc^KJ: 

I60kgt LT) &c&v>-Cl±. -Hl:olS(M*ifeO. 1 ~ 1 0 0mg> 
jfiKttftl. 0~50mg, *i9#£L<t±i8jl. 0-20mgS4t5. 

iot^^w K^k^srffiwsijo^-cair, (#16 o 

kghLT) KW^-ti^k^ -Btoii^ft^O. 01~30mgflE 
.$ftL<{±^j0. 1-2 0mgSS> J: «90;£ L<ti&0. l-lOmgSR 

mtz*) c&g tfc* ^»-t^-ei^ 0 

[0 10 8] 

(10b) *HiODNAi:^tsynt-^-offittS:iEIIfcliia*t*ft 



2003-3103271 



^j&m 2003-059073 ^ ^- v 1 106/ 

--tf^foT- (1 acZ) , wm&rn'Ji V 7*777^ -ift^f ^ii;i/y 7 
b Pif L!fr%-ei3\ V * -it^^HHJ^) D N A Ktt~? Z> zfu * - * - O^r 

eer^^^co^ i^-^-stfc^n- Y-t&m^^M* > 

fliLlf, *^OFPRL 1 Fi-^>DNA^O— W>*izM<M&^<V P 

hy^- tfafe=F (1 a c Z) ttttttv^^ *^©F 
PRL $»FPRL 1 Oftfr*) Kp-1f*7? h v^- 

-t?^f§5H-&o t&oT, 5-^n^-4-^nn-3-^>F i ;^- y S 
h tf^y vK (X-gal) (Dlota p-1fy? h ~>^--t?<«S? £ & 
&i*|g&^-t%fe1-& £ h £ % ffifefc^mvF P R L 1 OHjtf^rt^ 
fcnt^>H?aTO^m^1-^--l:^T'§^>o $»FPRL1^ 
v77|^ ItZWjfflteJFr £ Pfr 9 frr JI/TK K * 4rCH5£ U V 
Jtf&ifc (PBS) -e^?t#:, X-ga l £-£tr$fefeifc-C, MUt fc»±3 7t>f>H£ 
"C\ &J3 Ofrft^L lmfflKl&Z-tttz^ ti^lmM EDTA/P B S 

^m^\ 1 acZ^n-mmRNA^tltiLT^ 

J:v> 0 
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2003-059073 ^ V \ 107/ 

^ 0 i«thLtii, mz-is, mmm mms, mm, t/e mi^tm 
> iim&f) tot, ^^>v^«a^ (^jx.^. mm, *?m. yn^>i, -7 

TOm. mm. &mmm 

[0 10 9] 

d n a KM-tz-yu*-? -m&zfem-r&it&yoz fc«*-o&w\ 

#3&HJ3<7>FPRL lOf&m&^BU iFPRL l«^IfKW s t^ 
^14BI^m, 7^V>i (Addison' s disease) , 

&m£. (e»x.tir, 7;v7^^-7-a /n'-*>V>#|, ^ilttHI^®^ (A 

ls) > x.jxmm . mm^ mmm, m%m m. m&mmvwi-. m& 

SfclfiL^tt v a y * , rt#^14>- a y ? , l^ttlfcifiL^, f^->7^V3^ 

lEftff) , ^tt^m (M> ?n->#i (Crohn' s disease) > ifc*tt*Ji§i£ 

^immm (m, mm^zzmmiB:, mnmrnm, m.^ftm^£-mwm (^w 

#3&§J§OFPRL 1 <Z>f&3i£P.a«U iFPRL 1 <£>$|jig£|fi«"r & C: 
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^^m. 2003-059073 ^ ^-v I 108/ 

[0 110] 

v\ >>^> -f^> -9-;v^if) £#L-Ci£#"t&£fc 

mit^mt ?zi±t<D&<D%c-5-%:^ nmmB- ag#*«u bzizx 

ft^fc^P©^-*-**^ (M60k g at) K*3V>T 

tt> -HColi^^iO. l~100mg, flKli^l. 0-5 0m 
g, £i)&tL<\*mi. 0-2 0mg^4tl.o ^tP«li:t4t^i^ 

#s&9! o d n a tc*ti- * -7 u * - * - m& zfem-r & & &Mm omx-m^ 

. 0 1-3 Omg^Jg. 0$ L<i±&j0. 1-2 0mg*lft. X L<l±*& 
0. 1-1 Omg^jgfc^M&ltKi: ^^t-^^W^"e*^o fl&Oifr^FO 
#fi6 0 k g^7tJ9^#L^*^^-t^>-t^-e#^o 

WFPRL 1 fc^J&S^ *o£#^<&f1MB&<fcft^*£ J: i>vSmt%& 0 
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2003-059073 ^ ^- 5> : 109/ 

& X 7 ftjWUfi***^ *Ltf, ^H^<^ FPRLl^^) 00#rt-C©I4l6A 

[0 111] 

UPAC-I UB Commission on Biochemical Nomenclature (C«fc & Bfr?|-& 2> 



DNA 




c DNA 




A 


: rr-> 


T 


: f- < > 


G 


: ^r-> 


C 


: > -> y 


RNA 


: #«afe 


mRNA 




d ATP 




dTTP 


: f v?>=v >m 


d GTP 




dCTP 




ATP 




EDTA 




SD S 




[0 112] 




G 1 y 




A 1 a 




V a 1 




Leu 
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02003-059073 



^-v I 110/ 



I 1 e 




S e r 




Th r 


: *v*~y 


C y s 


: '>^f > 


Me t 


: *^-*=. v 


G 1 u 


: yjv? $ 


Asp 




L y s 


: y i?> 


A r g 


: T)v*?-> 


H i s 


: 


P h e 




Tyr 


; fny> 


Tr p 




Pro 




A s n 




Gin 


: 5 > 


pGlu 


: \£uy)V? ^ >^ 


* 




Me 


: 


E t 


: x.^-)V^. 


B u 


: 


P h 




TC 


:f-7v <, ;^-4 (r) k 



[0 113] 

Tos ; V -Y)vx.y7.)vy ar=-)V 
CHO 

B z l : ^>v>;i/ 
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«2 003-059073 A ^-y : 111/ 



CI2BZ 1 : 2, 

Bom : '<>i?)V*acz/*3-n' 

Z : ^ > v^v* * v ft ;v 

Cl-Z : 2 nn^>v;v^ ^r->^;V5K~;v 

Br-Z : 2-7 , n^>y;vt^y*;v^;v 

Boc : t- , /b^y*;v^;i' 

DNP :^-fa7x;-;i/ 

T r t \ Wf-fls 

Bum : t -yh^y^fiV 

Fmoc I N- 9 -7)V*ls — h ^v#;v>f?~ ;v 

HOB t : l-tKn^^>Xh'J7 , /-;V 

HO OB t : 3, 4-yt Fn-3-t Kn^y-4-t4fV- 

1,2, 3-^Wh VTi?> 

H O N B : 1-t Kn ^ v-5-y )Vtf)V^ >-2, 3-Z?% ;VsK3r i/j ^ K 

DCC : N, N' -yy^nA^yj^Hy^F 



[0 114] 

iS^iJ#^-: 1 

^%fcVR<Dy?MF P R L 1 V ify K (P3) OT^/ISB^J^to 
E#l## : 2 

hft^FPRL 1 or ^ ^ Biffin 
SB*«# : 3 

hft^FPRL 1 c DNAOtt&E^J£?jr*-o 

IB^J#-^- :. 4 

'yy hS^FPRL 1 <DT < J W^M^^To 
@E^!I#^-: 5 

9? hgl^FPRL 1 Kf& c DNAOtt3feS5l]*^to 

E?'J#-^ I 6 

v^^fi^FPRL 10T3- y^E^J£^to 
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^pM2 0 0 3 -0 5 9 0 7 3 ^ ^-v : 112/ 

Efll : 7 

7^fi*FPRL 1 Srn-K-r*cDNAOJ!»Ey!J«r^fo 
IE3«-^ : 8 

1 -em^tz-fy^-^- 1 Odfi3feE?!l*^o 
E8I#^-: 9 

###U 1 tm^ti?*? -tf -v- 2 Otfti&Eyflfc^-fo 
E8I#3- : l 0 

%mm 5 -efflv^:-/7 << 3 om*E^i*^t- 0 

E?!l#^- : l 1 
e?ij#-*§- : 1 2 
wm&tr : l 3 

nmm 5 tsv^;^ ^ 6 <D&&wm*7&-$- 0 
mm^r : 1 4 

HJfefll 5 v> tz 7° 7 << t - 7 <£>J!&SE?!] & ^to 
E?!)#^ : 1 5 

H»J 5 •?iV^7 P 9^v- 8 Ott*E^J*^i" 0 
E^iJ#-^ : 1 6 

^H^tUFPRLl'jr/K (P3) WT^iSie^J^to 
E?!)#-5§- : 1 7 

$»^lFPRLl'jr/K (PI) AOT^ymE?iJ£^1-o 

E^iJ#-^ : 1 8 

$H^r^lFPRLl'jr/'K (PI) B07 5y»EyiJ*/7to 

E^!l#-^ : 1 9 

^i^tMFPRLlVr/K (PI) A07 5y»^to 

E^iJ#-^ : 2 0 

hsiFPRL 1 yar^K (pi) Bor^BHe^J^to 
E^iJ#-t : 2 1 
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^12 0 0 3-0 5 9 0 7 3 ^-v I 

^^^IFPRLl^^VK (P4) <D7$SW5SM*7si-to 

: 2 2 

&§kW<OK MIFPRL 1 'jr^K (P4) 5 /mie?iJ£^-f o 
^JfcO^Jfeffi|5-e»e>*L^KIEftfrE scherichia coli J 
Ml 0 9/pUC18-rFPRLl(i2 0 0 3^1Il OH < \£ 

•HrmiTSi#*bi (lfff3 0 5-8 5 6 6) o#i:fltfr«:iSAm 

wstM&tomfflR mt&mmt* ksks^f erm bp-8274 

[0 115] 

^D-;>^ (Molecular cloning) tCfBffcS *tTV»*^*H|£ofco 
[0 116] 

^«Jl £ hFPRL 1 -GFP&3&m$^CHO*ffiJ!&K:fet7£u "7* /l'* 

31; ^in^ioTiiira^-frTtiHitrtc ampi©^1 im?£77^y3 

t > FPRL l-GFP^M$^CH0IM77^^ffl^i (HBS S 
(GibcoBRL) ICO. l%^'>JiLf 7^5'/, i3«J;t>\ 0. 2 mM IBMX£ 
mnLtzi><D) KTm&Ltz1k, 3 7D, 5%CO2*frT-C3 0^*Uo 

Ty^jm&mzxftffiLtz&mmv^rnmm&y^f^a > (0. osg/ 

we 1 K 0. 5 g/we 1 1) fc&flnU ^t7t^3'J V 1 j«M££& 

i ? ^» vtzo 37^ 5 % c o 2 ^frft 3 o frmmi-feo tgm±m*&-c 

T, cAMP screen kit (77*5^ Wt^fAXtt) 07*n 
^-jV(:^v\ ||)|rt©cAMPM7 , V-h , J-/- (ARVO sx^;v 
^^;V#7>*-^ Wallactt) *m^XW\fcLtZo 

*<Q&^ ^^-^fAUCHO»(mock)t:it^, FPRL1 
- G F P Lfc C H OM##lim^ 7 * 3 V >«iUfc X o Ti# 
in$^,«rtc AMPftcoy^iJfi&^^^^^a > (0. 0 5g/wel 1 
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^12 0 0 3 -0 5 9 0 7 3 ^ <*- 9 J : 114/ 

isitfO. 5g/we 1 1) teJ:&ffi*^to^o##|tt£^;^ffi$;fcfc ( 
1211) o 

[0 117] 

HJfctffl 2 7** S 1*1 H14F PRLl'jr/FP3 <0#j!i!l 

mmix^mztitzK hfprl i-gfpmcho«!|»« 
c amp mtmmts&z w^^t FM^6»»Lfc, 

If, 7*W4 k g*s y Q3k8L*-e#i»u ^m^iMt^^id^inx. 

t:f'J7;vtn^ (TFA) &0. 0 5 % h <£ ? KiDx.* C18*7A ( 
Prep CI 8 125AlWaters) ICT^'fUo 
tz^ff- K£ 0 . 5%TFA&-^tr3 0> 5 0 %T-t h - h V )VX7, 7- v 7*7 4 
X{:^tBL/: c 30%7-bh-f y ^M^&Zlf&ftO 2 OmM^T^^^^A 
(pH4. 7) tff U ^t^t*7A HiPrep CM-Sepha 
rose FF (Pharmacia) KT-fy4 Ltz Q 

^Lfc^f-Kfcl 0%T-bf-h 1 J;vm2 0mMi^t7>^^A (pH 
4. 7) 4^ 0-1. 0M NaC l^t^EtitBLfCo fco£%#<bh 
IFPRL1-G FPMC H OMm&m®%MMft c AMP1»JTO% 
fttTV^/c0. 1-0. 2M N a C 1 li^^ 3 ^*O^T-fe h >£iJHx-, 
^T«*^§±?t^i/^V-h^TMb^o m«^tt^_Lm^0. l%i 
TFA^Snx., ?£*BHP LC*7A SOURCE 15RPC 20 
ml (Pharmacia) Ct^^^^Mo/Co RESOURCE R 
P CO^glte 10-30 %7-fe h - h V ^omm^UX^^, t hMF PRL1 

- g f pumc KommmmM%m%m c AMPM^iwstt^ m.m.o\£-? 
Kfrfrtixmmztitzo i tt e> rate tr - * o 9 *» r * h ~ > u 2 6 % 

aj£*i&®#&> YMC-P a c k Pro CI 8*5At:T^*U„ YM 
C-Pack Pro C 1 8 # 9 AO^gjtii 2 2 - 2 6 %7-fe l> — h V ;VOt 

O^ttM^^ 1 0%T-b > — b Vfr&lttt 2 OmM^T^^-^A (pH4. 
7) <PX~<DQ~0. 5M Na C 1 OfcJftdgEfcfflv^fcHM t>^*7A T 
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^J#M 2003-059073 ^ ^- v : 

SK gel CM-SW O-V-) X'frMLfzo ifcStUFPRLl- 
G F PMC H OHMIK^ilrt c AMPitWJStit NaC litEO 
. 2MT»ffiSiifco CM-2SW*?A©ffittI^0. l%t^Si^TF 
AfcflDx., 2 0-2 2%T-fc h 'JJKOiI&Ig£?:I^f;Ili*7A d i p h 
enyl 219TP52 (Vydac) U t: MFP RL1-G 

F P§£$LCKOmM&m&}%mMft c AMPj^fc£P$ll*&ftt-ict- &%.-<D\£- 
9*&iz (132) o 
[0 118] 

mrnn 3 r * rtHt^F p r l i v isy k p 3 <ow*fr%f 

*i«2T4^^^^^ittFPRL lVr/K P379^V3^> 
tf> Voyager-DE PRO (AB I ) h V y ? 7. T v^x 4 

y Yv-^-rv-^^3y^^^itm=!nmm^m.^vtzb^h (m3) . 

m/ z 1724. 8, 1741. 6. 1772. 7^tii3St/io 

F P RL 1 'J KP 3 77^v a >*Q-T o f Ultima A 
PI (M i c r o ma s s) KX^-V? Y n*:/W ^ * WbSC*^ U |W|$I 
WMm>V>m%xVy hMassLy n xT#M?f Lt^o ^ll^^V/iWtl)*^- 
* (HI 4) t1i±tU3f^t>m/z 5 7 5. 3 0, 5 8 0. 6 4^1 
U £*Lib£Ma s s L y n x^ltgO— o "M a x E n t 3 " ^a^T—ffi^^ 
>Mtf;ti5 (f-^^f) m/z 1 7 2 3. 8 8, m/z 173 
9. 8 9£#£ 0 itL^O^^tj, FPRL 1 i; #V FO^M^T ^ >- (M 
+ H+) tem/z 1 7 2 3. 8 8 "C, m/z 1 7 3 9. 8 9 \$m/ z 1 7 
2 3. 8 8<DWttmt%z.btlfz 0 

Q-Tof Ultima AP I CTMS/MSi^L^o m/z 
5 7 5. 3, 5 8 0. 6 fc&W LT$lJ5eL/i£: £5. M^^^h^T%# 

<^*>m/z 5 8 0. 6 £§U LTiffl^Lfc^^^ fHMa x E n 

t3MU:^-e (HI5) ^ffi^^fb^o ^O^^TC^-r-^^-^^ 
L"C, ^^g^SB^Ifc, N^;V^ ;Hb$tt^^^ cytochrome c o 
x i d a s e«Sl 3m&X$>Z>tmfcLtz 0 IB^JteJ^T^ii *) : CHO- 
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^12 0 0 3 -0 5 9 0 7 3 ^ ^-V I 

Met (O) -P h e-V a 1 -A s n-A r g-T r p -L e u-T y r -S 
er-Thr-Asn-His-Lyso ^BMfcfftt. «t£1fl3£<a 1 &M e t 

[0 119] 

Hi&#!J 4 ^rtEttFPRLl'jr/KP3 (DftmSfflfrtii 

mmm 3 -em^s titzr? i*3B14f prliu^>kp3 <o#3t *?ssi-* 

[0 12 0] 

###11 v*;*ftRfc3fcFPRL 2 £3 - K1"& c DN AO? u-->^hf| 

7W»IcDNA (Marathon-Read y ™ cDNA;Cl o 
n t e c htt) ZMMtLX, F P R L 2 OSe^J'If 3& (A c c e s s i o 

n #071180 ; NCB I) * & t icf&ff- Lfc 2 li<7>-/9 4 , ^7^^ 
-1 (@B^iJ§#: 8) M75^v-2 (Sfi^iJ*-^: 9) ^^TPCRHf^ 
ofco P CRIC(±P y r o b e s t DN A polymerase (^Mat) 
£ffiv\ ®9 8*C • 1#<0&> (2)9 8t: • 1 0#\ 5 5<C • 3 0U\ 7 2 *C • 6 
0#£3 5 0* (D7 2*C • 2^#gRJt>tft*ofco RS&> JBIMIfo* 
iKSX Sal I X b a I XWWfLtz^ ^7^5W^-pA 

KKO-1 1 lH^AttM^^^-^iit^ *O^E^JSr##fLfc 
6^$=K&T^/MS2^J^&£^*FPRL2£:3-K 
ncDNA02?iJ 7) 
[0 12 1] 

MWM 5 77 MPMR&SfeFPRL 1 4:3- mcDNAO^n^>/t^ 

7 7 MWImRNA^^Ma r a t h o n^M c DN A Amplific 
ation Kit (Clontec htfc) £fflv>T c DNAHtU 
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2003-059073 ^ ^-5> : 117/ 

3 (!#!)#-!§•: 10) Sy f, /5'fv-4 (MPm^: l l) *rfflv*TPCRS:fr 
ft-otzo P C RlCiiA dvantage 2 Polymerase m i x ( 
Clontec htt) £JBv>. 0)9 6*0 • 1 fl\ <D9 6*C • 1 0#\ 7 2 °C • 2 
5®. <D9 6 t: • 1 0#\ 7 0^ • 2 ft* 5 Ik ®9 6 °C • 1 0#\ 68t 
• 2 ft* 2 5HJ<£>m> ©7 2"C • 5 53*<^>#SaS fcff&ofco itflMtJ 
^TOPO TA Cloning Kit (Inv i t rogentt) « 
CU^ct^X^ W^- P CR2. 1TOPO (Invitrogen 
*t) K#AU i^HJM109 &gSi) ^XU^n-^>^Lf: 

K**-& cDNAE?!l*#fco £©EW« & t 2 li<7>:/7 
^v-> T^-fv-S (@B^iJ#-^: 12) M77^f7-6 (K^iJ#-^: 13) 
^ttU 7 Y&mmRN Afrb&fcLfc c DNA^rMi: LtMa r 

a t h o nTM c DNA Amp lification Kit (Clont 
e c htt) O^IC#oT^-*l-?*l5' -RACEM3' -RACESrff*o 
fco PCRtt±&OfeOfcHfiMwfrfcv^ S*S^*Bm«jSrTOPO TA C 
loning Kit (Inv i t rogentt) ©^(a/c^ot^X^ 
K^7^-pCR2. 1TOPO (Invitroge ntfc) KlXU 

^iijmio9 (saa) KiALon--v^u e i^©^o-v©ai 

5cDNAE59i#fco itt^>OlB^Hf#^^$'b^2'fi<0-/9^^-. 

(@2^iJ#^: 14) RV t '?7<i'*r-S (BE?!l## : 1 5) tRttU -Life 
©7 7 HWImRNA^^lfcUcDNAiafat LTP C R fc^rfcofco P 
CRJ:ttP y r o b e s t DNA polymerase (SMit) *Mv^ 
®9 8*C • l^Of, (D9 8t: • 1 0#\ 5 5 *C * 3 0E\ 7 2^-6 0#£3 
5 ®7 2t) • 2^<!>#«Rli&«rtT«fofeo EJS&tk *tK£tt*«IIH*X 

S a 1 I RZFX b a ITMSD»fLfc8L W^-pAKKO-l 1 1 

Htc#XLTHa^^^-*^U^o C*t«r«|R»3RS a 1 I0Nhe 
I T-i^$rLT}fAWtf-£-$fcnU 7°7^5 W^-pUC 1 1 
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2003-059073 ^ ^- v : 118/ 

5) iOcDNAi O^iffi^ttST^yBfflByiJ (EWt: 4 

) >v<C*Jt«r ? y hFPRL 1 t&%,Ltz 0 ttz, Z<D79X 

^ K*«3#-*-*5&5ME&#*, Jzffim (Escherichia coli) J 
Ml 0 9/pUC 1 1 9- r FPRL 1 b<fo%,Ltz 0 
[0 12 2] 

mMme 7 v fJIStft^F P R L 1 K-f* c DNAtMtS^7^^ 

mmmsx-nbtifzft^? ?~*mm.Bms a 1 iMhe i -c-sowf 

*JMf (Escherichia coli) JM10 9/pUC 
18-rFPRLl fc^SLfco 
[0 12 3] 

^»0 7 7"^l^f)OrtH14FPRLl KP 1« 

^^Jl-emttS^tt^t MFPRL l-GFPHICHO»l^tt 

ST. 7*^il 2 k VQ3K8 L^-CffifcU 1 Mi: £ ? Kin 

j»j:hV7W»K (TFA) £0. 0 5%t^l.J:^:iD^ C18*7A 
(Prep C18 125A; Waters) 1:77*7^1^0 *7A^ 
^Lfc^y^-KfcO. 5%TFA&-^tf 3 0, 5 0 %7-fe b - h 'J ;ve^x y 7 s 

>)A (pH4. 7) 1?MU >ft>^*7A Hi Prep CM-Sep 
harose FF (Pharmacia) 1:777^ Ltz Q ^T^V^TJ^A 
^jft^lxfe^^K*l 0%7-fe b~ HJ^^tf 2 OmMi^V^e-vA ( 
pH4. 7) tfO0~l. OM N a C 1 <7)^^lE-e?#tB bfco &oi:fc#< 
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2003-059073 ^ v : 

HFPRL 1 -GFPf&aCHOaBfl&#*W*#WI&rtc AMPg^PfUfStt 
d^iii-CV^O. 1-0. 2M N a C 1 M^^3l§i<7)^T^ h >^rinx.> 

%t^^±9TFA^[]x., lfflHPLC*7ASOURCE 15RPC 2 
0ml (Pharmacia) Ct§f,^^^^o^ 0 SOURCE 1 
5 R PC^Ili 1 0 - 3 0 %T* h - > U ^0«JK4gffi-Cff v\ tbSFPR 
L l-GFPf^CHO«Bfl&#*W*IBflartc AMP^Wife14(i> ttOt? 

-*K^*LT^ffi£*Lfco z-tibrnteV-jKO^-ZT* h~ h , ;;^JS2 2% 

t?Htli$^ffl^ YMC-Pack Pro C18*7A|:t^IU„ 
YMC-Pack Pro C 1 8 # 9 AO$MiH: 1 8 - 2 2 %T-b h ~ h V ^ 

<Dmm^mx^\ Mttm^i±T^h~H;;Htjg2 i%t?^m$^ 0 ££>&~ 

. iOSttli^-* 1 0%7-t h~H;;V£^tr 2 OmMfttT^-^A (pH 

4. 7) f-eoo. o5~o. 3M n a c i <Dmmm^m^tzm^ * y^m 

^7ATSK gel CM-SW (b-V-) "C^LfCo 3E/t^H hMFP 

r l i - g f p^c nomm.mmm^mmn c AMPi»mft{±> n a c 

1110. 1 7MX*mmZ*itZo CM- 2 SW^^AOiSttli^l'O. 
^> i^TFA^iQx.. 15-1 7%T-b h^h'J^O^JK^Jifi^v^c^^^ 
Ad i phenyl 219TP5215 (Vydac) XfrMLtz 0 16. 
5o/oT-feh-h';;vajg-e^ffi^tt/^ttlii^=Sr^RPC C2/C 1 8 SC 
2. 1/10 (TvytAAMWxV^) tMFPRLl 
-GFPMCH 0«#iKi^«rt c AMP M&MMf£%k t —Weir 2> # — <o 
\£-9ift1z (H7) o 
[0 12 4] 

*Jfcffil8 ^rtBttFPRL 1 V FP lOliM 

H*S^II7-Cfllil$*t^y^rtHttFPRL 1 V^T^ K P 1 7 9 * V a V 
Jf, Voyger DE P r o (AB I ) KX~? > V y ?XT*s*t -i v K 
V-^-T^y-yvg^^^-V'fb^BfTOM^L^i:-^ (El 8) , m/ 
z 1 9 2 1, 1 9 3 7, 1 9 5 2^tU^L/c 0 

FPRL 1 KP 1 £Q-To f Ultima API (Mi c 



ffilE# 2003-31032 



2003-05.9 073 ^ ? ! 120/ 

r oma s s) Ctil/? >n^-/H^ tW^iMU IWSftJl<S>fi?#f 
V7fMa s sLynxfilfUo #lffi-f * (m9j3i 
^010) -CiiM + 2 H 2 + ( m / z 9 6 0. 5 2) , M+3H3 + (m/ z 
6 4 0. 9 9) ^ M+4H4+ (m/ z 4 8 1. 0 0) m5iU £*tP>&^ 
Sftil<7)V7 hMa x E n t 3 ^kSKT— fffi'f ^ > Lfc 2: ^ m/ z 1 

9 2 0. 0 &#7to 

Q-Tof Ultima A P I KTMS/MSillML^o M+ 2 H 
2+, M+4H4 +^^^^>tcLTM^L/i^^^ M^Ma xEn t 3#kS 
Lfc&OTWiJ&SPMftL/c (HI 1 ££0*131 2) o Zvm&ZTuKr-?^- 
^tf LT, 2M^|f<7)IB?!]£> N*;l^ Mt^fctz~79 cytochrome 
b ON*S^^f F tMfcLtz 0 I^JkmTO® «9 T~&&o CHO-Met-Thr-Asn-Il 
e-Arg-Lys-Ser-His-Pro-Leu-Met-Lys-Ile-Ile-Asn (@B^J#-^ : 1 7) o 
[0125] 

HJt^ll 9 ^fiBttFPRLlVryK PI <7>TO@B?!]5H>r 

^»J8t?*^^ttfc^^|*lH14FPRL 1 y#>K P 1 ^jt^HEI"^ 
fctf)^ n-*;i^;v*£OT1-&M1 (2 5% TFA, , 5 5t), 28^) 
(Dfe-NJfZffimtfrffiVtz (Ml 3) o t<0^^ MfcM3kl&Me t P^)9i 

s^se^ij «rnsi- & - 1 ^ fco 

[0 12 6] 

1 0 H^OftHteF PRl'jr/KPl t1t¥&J&M&<7)m&ik 

mmm7x-mm^ntzy^^mn.FPRL 1 y kp i t-g-o^^i *) 

«SO^tt/;N^W^;v^;Wb^tL^y^Mr^MC y tochrome B 
N*Sj[l 5 75^^4:^^ 1 6 7^/^^ K (f o rmy 1 — MTN I 
RKSHP LMK I I NN, \ 1 8) Ofeft&t: MFPRL l$mc 

HO*l:felt^«rtc AMPH^PP$U^tt*^^J:b^L/c (m 1 4 ) 0 * 

[0 12 7] 

mmmi 1 ^^s^^coi^h&fprl i y vP4<omm 
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^^fcm 2003-059073 ^ ^- V : 121/ 

mm 1 T'Btii $ fttz H MFPRL 1— GFP MC H OfflJ!&$£ft &*BI& 

^18 k g£^ VQtKI 6Lffettt-U »»*lMfc«r*J:d^ln 

ifrfc V V y (TFA) £0. 0 5%fc&& J: 9 KM*-, C18*7A 
(Prep CI 8 1 2 5 A ; Wa t e r s) 1:7^7^ Lfz 0 *7Ai:^ 
Lfc^y^KfcO. 5%TFA£^"tf 1 0> 3 0, 5 0 %T-fe h - h V ;vt7r 
y -7°7 <Y XIC^HJ Ltzo 3 JHI$5*£:iflS*«> 2 0 mMHt7 > 

^E-^a (pH4. 7) TMfrJRU -ft>»7AHiPrep CM-Se 
pharose FF (Pharmacia) ICT:/?^ Lfc 0 W 
Al^t^f 1 0%T-bh-h i ;;i'£^-fr2 OmMftRTVt-'JA 
(pH4. 7) ifO0-l. 0M N a C 1 Ojfe^Se-C^ffi L7to &o<h&# 
< t MFPRL 1 - GFPMCHO»#IK)«fic AMP^PPIW© 
m^ttiX^tzO. 1-0. 2M NaC 1 M35*H 3 f&gO^T-fe h > SrlHIx. 

1 TFAfciBx., IffiHP LCTJ^A SOURCE 15RPC 

20ml (Pharmacia) KT£ £>&&7>Ht&fr ofz 0 RES OUR C 
E R P C<Dfrmi* 10-30 %T*i Y - h V JVOl^KT'1fV\ hMF P 
RL 1 - G F PUSC H OMtifiO^ttrt c AMPl4Wffittli> ^ifc<?> 

YMC-Pack Pro C 1 8 * 9 AKXfrMLtz 
oYMC-Pack Pro C 1 8 iJ 9 AO^ili 2 4 - 2 8 %T-b ]> — h V 

)v<7)mt^mx^^ ^tt®7>tir-fe>-h i ;;vjtE2 6%xmm^fitz 0 $h 

^<7)®ttli7>* 1 0%T-fe h-h y/U*-£tr2 0mMif7>^^A (p 
H4. 7) 4»-eo0. 0 5-0. 3M N a C 1 Oj£jg&JlE&JBv>£:l&'f * 
1I*7A TSK gel CM-SW (h-V-) fMUo i^Stfl 
FPRL 1 - G F PMC H Oi^W^ilrt c AMP j££#Pfij!li&14te, N 
aClilJlO. 1 8MTr?#W$tL^o CM- 2 S W# v A<Z>?S1M£-&c: 0 . 1% 
t^Si^T F A^iUx.> 2 0-2 2%T-t V ;VO#iK^I5£fflv>/~*£*B 
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2003-059073 ^ ^--7 : 122/ 

*7Adiphenyl 219TP5215 (Vydac) -C^3ffi©L> 
MFPRL 1 - G F P MC H 0«#IW^«l*I c AMPg4?Plil?Sttt 
-Hc1-^m-Otf-^Sr#7t (IH1 5) o 
[0 12 8] 

mm 1 2 T^rtHteF P R L 1 V 1?V KP 4 0^*^*f 

HifetfUl ltr&J&^tL^^rtBI&FPRL 1 U 35TVK P4 77^ya>$: 
Q-Tof Ultima API (Micromass) tCT^V? bn^7° 

o #i^f t >*«tl.4f - ^ Tiiit Lt 3 t > GUI 6) Ltz 0 *S 
TJVY-y°<<*y\tm/z 6 6 0. 2 4 8 5 o MkxmtZ tLlztttii&O 

Q-Tof Ultima AP I K-CMS/MS$J;tLfco 
3tf^t>6 6 5. 6 0, 2l^t>m/z 9 8 9. 8 8 * >H Lti 

hiV^Max E n t 3 Lfc tf>-C@a?!l£jS£flr L/i (El 1 7&£ 
^18) o aWO*fr^£$*LfcE8IW:, N^v^M^ti/c^cytoc 
hrome c o x i d a s e(^)N*JSl 5 7 5 yf^SWJi:-f Lf: e 
@fi^J(iJ^TO®«9 : formylMet-Phe-Val-Asn-Arg-T 
rp-Leu-Tyr-Se r-Thr-Asn-Hi s-Lys-Asp-I 
1 e-X (E3flJ#^: 2 1-Xo Xit^m^MM) o 
[0 12 9] 

mnm 1 3 r 9 rts&F prliv^>k p 4 opwe^w 
mmm 1 2 ^tsgsfLfc^rtHteF prliv ny k p 4 otiiriiEt 

&/ci£>^ 7*^F'3SttFPRLl , J* , >KP4t, N-*^5^*Sr8fe*1"*iP 
7K^fi?^#T^am, N*jt«y3»*f Lfco FPRLlUr/KP4 
77^va>40, 3 5^l«r$MXU S A V ANT &~ X *) WLAZffi.t> U 10 
0 ft 1 2 5%TFA-7fc£«]LT5 5m 2 B#M£JS£-g\ SAVANT 
T^i^M'bL/^^i^N^iB^J^t^ (Hll 9) o «€-OJ»*. «5fe»3& 
OltMe tmn 3T5^BK«3fe^lB^J*ltB-r*ii:* , 'e§feo 
[0 13 0] 
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^OFPRLl'J^Kx *ft980FPRLl, * fcli**SOF P R L 

**iOFPRL 1'jr/KiFPRLl t £fflv>& i fc t:i oT, FPRL 
1 17 if~y KtFPRL 1 ^^^14 : Sr^b^-^^'fb^*^J^<^^ i ;--> 

[0 13 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Novel Ligand For FPRL1 And Its Use 

<130> B03066 

<150> JP 2002-324189 

<151> 2002-11-07 

<150> JP 2002-367119 

<151> 2002-12-18 

<160> 22 

<210> 1 

<211> 13 

<212> PRT 

<213> Porcine 

<400> 1 

Met Phe Val Asn Arg Trp Leu Tyr Ser Thr Asn His Lys 

15 10 
<210> 2 
<211> 351 
<212> PRT 
<213> Human 
<400> 2 
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Met Glu Thr Asn Phe Ser Thr Pro Leu Asn Glu Tyr Glu Glu Val Ser 

5 10 15 

Tyr Glu Ser Ala Gly Tyr Thr Val Leu Arg He Leu Pro Leu Val Val 

20 25 30 

Leu Gly Val Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Thr Thr He Cys Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu He Val Ser Met Ala Met Gly Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu He His He Val Val Asp He Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Gly Phe He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Met Lys 

130 135 140 

Val He Val Gly Pro Trp He Leu Ala Leu Val Leu Thr Leu Pro Val 
145 150 155 160 

Phe Leu Phe Leu Thr Thr Val Thr He Pro Asn Gly Asp Thr Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Gly Thr Pro Glu Glu Arg Leu Lys 

180 185 190 

Val Ala He Thr Met Leu Thr Ala Arg Gly He He Arg Phe Val He 

195 200 205 

Gly Phe Ser Leu Pro Met Ser He Val Ala He Cys Tyr Gly Leu lie 

210 215 220 

Ala Ala Lys He His Lys Lys Gly Met lie Lys Ser Ser Arg Pro Leu 
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225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Leu Lys Glu Met Leu 

260 265 270 

Phe Tyr Gly Lys Tyr Lys He lie Asp lie Leu Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Val Gly Gin Asp Phe Arg Glu Arg Leu He His Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Ala Pro Thr Asn Asp Thr Ala 

325 330 335 

Ala Asn Ser Ala Ser Pro Pro Ala Glu Thr Glu Leu Gin Ala Met 
340 345 350 

<210> 3 
<211> 1053 
<212> DNA 
<213> Human 
<400> 3 

atggaaacca acttctccac tcctctgaat gaatatgaag aagtgtccta tgagtctgct 60 
ggctacactg ttctgcggat cctcccattg gtggtgcttg gggtcacctt tgtcctcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcacc 180 
accatctgtt acctgaacct ggccctggct gacttttctt tcacggccac attaccattc 240 
ctcattgtct ccatggccat gggagaaaaa tggccttttg gctggttcct gtgtaagtta 300 
attcacatcg tggtggacat caacctcttt ggaagtgtct tcttgattgg tttcattgca 360 
ctggaccgct gcatttgtgt cctgcatcca gtctgggccc agaaccaccg cactgtgagt 420 
ctggccatga aggtgatcgt cggaccttgg attcttgctc tagtccttac cttgccagtt 480 
ttcctctttt tgactacagt aactattcca aatggggaca catactgtac tttcaacttt 540 
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gcatcctggg gtggcacccc tgaggagagg ctgaaggtgg ccattaccat gctgacagcc 600 
agagggatta tccggtttgt cattggcttt agcttgccga tgtccattgt tgccatctgc 660 
tatgggctca ttgcagccaa gatccacaaa aagggcatga ttaaatccag ccgtccctta 720 
cgggtcctca ctgctgtggt ggcttctttc ttcatctgtt ggtttccctt tcaactggtt 780 
gcccttctgg gcaccgtctg gctcaaagag atgttgttct atggcaagta caaaatcatt 840 
gacatcctgg ttaacccaac gagctccctg gccttcttca acagctgcct caaccccatg 900 
ctttacgtct ttgtgggcca agacttccga gagagactga tccactccct gcccaccagt 960 
ctggagaggg ccctgtctga ggactcagcc ccaactaatg acacggctgc caattctgct 1020 
tcacctcctg cagagactga gttacaggca atg 1053 
<210> 4 
<211> 351 
<212> PRT 
<213> Rat 
<400> 4 

Met Glu Ala Asn Tyr Ser He Pro Leu Asn Val Ser Glu Val 

5 10 
Tyr Asp Ser Thr He Ser Arg Val Leu Tip He Leu Thr Met 
20 25 30 

Leu Ser He Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu 

35 40 45 

Trp Val Ala Gly Phe Arg Met Val His Thr Val Thr Thr Thr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Val Thr Leu 

65 70 75 

Phe Val He Ser He Ala Met Lys Glu Lys Trp Pro Phe Gly 

85 90 
Leu Cys Lys Leu Val His He Val Val Asp He Asn Leu Phe 
100 105 110 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys 



Val Val 

15 
Val Val 

Val He 

Cys Phe 

Pro Phe 
80 

Trp Phe 

95 
Gly Ser 

Val Leu 



ffiiE# 2003-3103271 



0 



2003-059073 



127/ 



115 



120 



125 



His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Leu Ala Leu He Leu Thr Leu Pro He 
145 150 155 160 

Phe He Phe Met Thr Thr Val Arg He Pro Gly Gly Asn Val Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Asn Thr Ala Glu Glu Leu Leu Asn 

180 185 190 

He Ala Asn Thr Phe Val Thr Val Arg Gly Ser He Arg Phe He He 

195 200 205 

Gly Phe He Met Pro Met Ser He Val Ala He Cys Tyr Gly Leu He 

210 215 220 

Ala Val Lys He His Arg Arg Ala Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr He Trp Phe Lys Glu Ser Leu 

260 265 270 

Phe Ser Gly Arg Tyr Lys He Leu Asp Met Trp Val His Pro Thr Ser 

275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Ala Phe 

290 295 300 

Met Gly Gin Asp Phe His Glu Arg Leu lie His Ser Leu Pro Ser Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Thr Gly 

325 330 335 

He Ser Ser Ala Leu Pro Pro Val Asn He Asp He Lys Ala He 



340 



345 



350 
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<210> 5 
<211> 1053 
<212> DNA 
<213> Rat 
<400> 5 

atggaagcca actattccat ccctctgaat gtatcagaag tggttgtcta tgattctacc 60 
atctccagag ttttgtggat cctcacaatg gtggttctct ccatcacctt tgtcctgggt 120 
gtgctgggta atggactagt gatctgggta gctggattcc ggatggtaca cactgtcacc 180 
actacctgtt ttctgaatct agctttggct gacttctctt tcacagtgac tctaccattc 240 
tttgtcatct caattgctat gaaagaaaaa tggccttttg gatggttcct gtgtaaatta 300 
gttcacattg tagtagacat aaacctcttt ggaagtgtct tcctgattgc tttaattgcc 360 
ttggaccgct gcatttgtgt cctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg attttagctc tgattctcac tttgcccatt 480 
tttattttca tgactacagt tagaattcct ggaggcaatg tgtactgtac attcaacttc 540 
gcatcctggg gtaacactgc tgaagaacta ttgaacatag ctaacacttt tgtaacagtt 600 
agagggagca tcaggttcat tattggcttc ataatgccta tgtccattgt tgccatctgc 660 
tatggactca tcgctgtcaa gatccacaga agagcacttg ttaattccag ccgtccatta 720 
agagtcctta cagcagttgt ggcttccttc tttatctgtt ggtttccctt tcaactggtg 780 
gcccttttag gtacaatctg gtttaaagag tcattgttta gtggtcgtta caaaattctt 840 
gacatgtggg ttcacccaac cagctcattg gcctacttca atagttgcct caatccaatg 900 
ctctatgctt tcatgggcca ggactttcat gaaagactga ttcattccct gccttccagt 960 
ctggagagag ccctgagtga ggactctggc caaaccagtg atacaggcat cagttctgct 1020 
ttacctcctg taaacattga tataaaagca ata 1053 
<210> 6 
<211> 351 
<212> PRT 
<213> Mouse 
<400> 6 

Met Glu Ser Asn Tyr Ser He His Leu Asn Gly Ser Giu Val Val Val 
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5 



10 



15 



Tyr Asp Ser Thr He Ser Arg Val Leu Trp He Leu Ser Met Val Val 

20 25 30 

Val Ser He Thr Phe Phe Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Pro His Thr Val Thr Thr He Trp Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu Leu Val Glu Met Ala Met Lys Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu Val His He Val Val Asp Val Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Phe Ala Leu He Leu Thr Leu Pro He 
145 150 155 160 

Phe He Phe Leu Thr Thr Val Arg He Pro Gly Gly Asp Val Tyr Cys 

165 170 175 

Thr Phe Asn Phe Gly Ser Trp Ala Gin Thr Asp Glu Glu Lys Leu Asn 

180 185 190 

Thr Ala He Thr Phe Val Thr Thr Arg Gly He He Arg Phe Leu He 

195 200 205 

Gly Phe Ser Met Pro Met Ser He Val Ala Val Cys Tyr Gly Leu He 

210 215 220 

Ala Val Lys He Asn Arg Arg Asn Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 
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Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe lie Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Phe Lys Glu Thr Leu 

260 265 270 

Leu Ser Gly Ser Tyr Lys He Leu Asp Met Phe Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Met Gly Gin Asp Phe Arg Glu Arg Phe He His Ser Leu Pro Tyr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Ser Ser 

325 330 335 

Thr Ser Ser Thr Ser Pro Pro Ala Asp He Glu Leu Lys Ala Pro 
340 345 350 

<210> 7 
<211> 1053 
<212> DNA 
<213> Mouse 
<400> 7 

atggaatcca actactccat ccatctgaat ggatcagaag tggtggttta tgattctacc 60 
atctccagag ttctgtggat cctctcaatg gtggttgtct ccatcacttt cttccttggt 120 
gtgctgggca atggactagt gatttgggta gctggattcc ggatgccaca cactgtcacc 180 
actatctggt atctgaatct agcattggct gacttttctt tcacagcaac tctaccattc 240 
cttcttgttg aaatggctat gaaagaaaaa tggccttttg gctggttcct gtgtaaatta 300 
gttcacattg tggtagatgt aaacctgttt ggaagtgtct tcttgattgc tctcattgcc 360 
ttggaccgct gcatttgtgt tctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg atttttgctc tgattctcac tttgcccatt 480 
tttattttct tgactactgt tagaattcct ggaggagatg tgtattgtac attcaacttt 540 
ggatcctggg ctcaaactga tgaagaaaag ttgaacacag ctatcacttt tgtaacaact 600 
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agagggatca tcaggttcct tattggtttc agcatgccca tgtcaattgt tgctgtttgc 660 
tatggactca ttgctgtcaa gatcaacaga agaaaccttg ttaattccag ccgtccttta 720 
cgagtcctta cagcagttgt ggcttccttc tttatctgct ggtttccctt tcagcttgtg 780 
gcccttttgg gcacagtctg gtttaaagag acattgctta gtggtagtta taaaattctt 840 
gacatgtttg ttaacccaac aagctcattg gcttacttca atagttgtct caatccgatg 900 
ctctatgttt tcatgggcca ggactttcgt gagagattta ttcattccct gccttatagt 960 
cttgagagag ccctgagtga ggattctggt caaaccagtg attcaagcac cagttctact 1020 
tcacctcctg cagacattga gttaaaggcc cca 1053 
<210> 8 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

aaacagtcga ccaccatgga atccaactac tccatccatc tg 42 
<210> 9 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

ctttctagat catggggcct ttaactcaat gtc 33 
<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer 
<400> 10 

atctgggtag ctggattccg gatg 24 
<210> 11 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

tctttcatga aagtcctggc ccatgaa 27 
<210> 12 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 12 

aggaattcta actgtagtca tgaa 24 
<210> 13 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 13 

acagttagag ggagcatcag gttc 24 
<210> 14 
<211> 43 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

ataaagtcga ccaccatgga agccaactat tccatccctc tga 43 
<210> 15 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 15 

aaatctagat catattgctt ttatatcaat gtttaca 37 

<210> 16 

<211> 13 

<212> PRT 

<213> Human 

<400> 16 

Met Phe Ala Asp Arg Trp Leu Phe Ser Thr Asn His Lys 

1 5 10 

<210> 17 
<211> 15 
<212> PRT 
<213> Porcine 
<400> 17 

Met Thr Asn He Arg Lys Ser His Pro Leu Met Lys He He Asn 
15 10 15 

<210> 18 
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<211> 16 
<212> PRT 
<213> Porcine 
<400> 18 

Met Thr Asn He Arg Lys Ser His Pro Leu Met Lys He He Asn Asn 

15 10 15 

<210> 19 
<211> 15 
<212> PRT 
<213> Human 
<400> 19 

Met Thr Pro Met Arg Lys He Asn Pro Leu Met Lys Leu He Asn 
15 10 15 

<210> 20 
<211> 16 
<212> PRT 
<213> Human 
<400> 20 

Met Thr Pro Met Arg Lys He Asn Pro Leu Met Lys Leu He Asn His 

15 10 15 

<210> 21 
<211> 15 
<212> PRT 
<213> Porcine 
<400> 21 

Met Phe Val Asn Arg Trp Leu Tyr Ser Thr Asn His Lys Asp He 
15 10 15 

<210> 22 
<211> 15 
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<212> PRT 
<213> Human 
<400> 22 

Met Phe Ala Asp Arg Trp Leu Phe Ser Thr Asn His Lys Asp He 
15 10 15 

[mil >-?%mL%^tm (Basai) kmu ( 

1 FSK) £ 1 / xM&£Zm*K&7F<D'7*mmffl.y i 7?l'3 > l ~ l 2 (Fra 
c. 1-12) t^Xn'jV (FSK) fclWK^JnbT'f >^ra^-y3 > 
U Mrtc AMPltlklS[U^**^to JiO^iO. 0 5g/we 1 lffl 
^JflfcBifcSN T<7)^fi0. 5g/we 1 1 ^O^tB^^^n LfciBtffcfcTF* - 
0 ^(itfFPRL 1-GFP^MUV^mo c k«&> 2£a»±t b 
FPRL l-GFP^l$t/:CHOtt^ffl^^i!:^to MlfMJ&t*! 
c AMPSS (pmo 1/we 1 1) &^1~o 

[H2] ^|^?)OrtBftFPRL 1 V K^iffi*5Ad i p h e n y 1 
219TP52 (Vydac) tCi*«»«|«jft**^"to ±S«*^n^ h ^ 
77<7)^7->^to HI 4 1 2 1 4 nm«feiW07-t^ 

^77^'>3 VKiSlf&fc: MFPRL 1 -GFP3&SCHO*fflfl&#MftJfc*BI 
J&P>I c AMPm£»Jf£14£7F-ro 
[|U3] 7*^rtBtFPRL 1 V KP 3<Dvf'J ■y^T^f'f * KV- 

[114] "7*F«3B1£FPRL 1 V 3tTV KP 3 <D^U? hn^T'W'ftyMi 
^^m^i^v^T.^^ h;V«r^i"o **tiK*/«flr (m/z) > IKNlttfe 
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[IU5l m/z 5 8 0. 6 ^ UMS/MS^ f^II^ 

^f#lOMV7hMa x E n t 3 *JflV»T lffi^&LfcfcO&ar*-,, C5fc$» 
ffi*-£tr*?U (ym^J) O-iO^f h;v±^tc|BL 

[HI 6] :/*F*lH14FPRL 1 V KP3^xV^ hnx7H-f 
^^glC MV£^1~o /^l*iattFPRL 1 V KP 3 Oft 

Ltz'7*-)\"}-*Ky>Y'{> (PTH) -7^101^, m^^^fEL^T 

[EI 7] ^^I^^^SttFPRLlVr/KOli^yAjuRPC C2/ 
CI 8 SC2. 1/1 Oi:i*f^ill^^t, ±tli^b > 7>^7^) 

mm*7F-?o 7-fe b - h V Mi J: 2 2-2 4 %Oftj£4gffi-efT*o^o 

o 2 1 5 n m^tM t 7 7 ^ v a > ^/7to ttz, Wi&t— gcLfctf 

3 V\Z3&WZ>\L MFPRL 1 - G F Pf IC H OWIK^ttfi c AMP 

[EI 8 3 7^flBttFPRL 1 U KP l^vf'J >y^7^f^ y KV- 

W»tt*t*/mflr (m/z) . «*fcttt>ofcfe3ftv^>^n/*l 0 0%fc Lfci 

^MS^T * > (M+H+) (7)m/zOf?rfto 
[HI 9] 7^l*lSttFPRL 1 ';#>KP KD^V^ y n^-ZW 4 *>Qc3tA. 

frtfmmzz&^xxs*? \>)i<zmiro mm*%.m./nffi (m/z) . ^#ui&*> 
[mio] in 9 <d 3 ffi^Fwa * > (m+3h3+) co^h^^u m*^ 

^7^;Vtw-7^;V$ttTV^ifc'ia{±m/z^5r^"ro 

[Hill] 7^rtSttFPRL 1 U Ify KP 1 O^l^ hn^7i/^^t>ftl 
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[mi 2] ^rtBttFPRL i yssrs'KP i<D4m4ty^m^^>tLtzu 

S/MS^^^ HVfc^o S##*fS*f*JROfl?#rV'7 fMaxEnt3^i 

[HI 3] P R L 1 'J KP 1 ©ieWi*?:^t 0 

[Hll 4] MFPRL 1 - G F PMC H Oll#Ifi9^«fi c AMP1 
££PMt&t££^-to AJi^Jfefll 7 titzftm&F PRLl'jr/FPIO 

ffitt^tofl^ffiSKuRPC C2/C18 SC2. l/10Of r. 
2 4-2 5 *K -e^^^f KiftKtt, ftH-ffl^^ n-7h0215nm<7) 

Cytochrome B N^Sl 57^y^^tt^ 1 
K (f o rmy 1 — MTN I RKSHPLMKI INN) ^tt&^-To 
[015] -T^ff^^OrtHttFPRL 1 'jr/F©lffi*7Ad i p h e ny 
1 219TP5215 (Vydac) !:<!: ^^^^^^0 ±J£W\ * 
n7h^7 7©;^->^to i4>©^2 14nm (±) 43iO'2 8 0 n 
m (T) <om.itBE*7F'to ttm. »lt$^FPRLl';r/KP40lf-^ 

PRL 1 - G F PMC H Ott#IW*ffll§rt c AMFM^mmm^miro 
[HI 6] 7^fiBtFPRL 1 V1f> KP4 0v^^^^ h;V£^-fo Mttti 
WM/MM (m/z) ^ «tt(Hoi^vv>W^l 00%fcUtSOffl 
^•5iJK^^t-o 3tf^il^t> (m/z 6 6 0) tZvmtW-i (m/ 
z 6 6 5) ^tBILtv^o m c t 3 v^^-;V^7^;V^ttTV^ifc'(it(±m/zOfil 

[mi 7] /^fiBftFPRL 1 U 2f> KP 4 <^m4t#0 3186^ * >m/ z 6 6 
5. 6 0^t>fcU:MS/MSW ®fi^*f^g#mo^fV 
7bMaxEnt35:l^tlI^U:^-efel.o C^M^^tf^J (y 

[1318] *7**!*lH1S:FPRL 1 'J>tr>KP4Wz 9 8 9. 88*m,-i*> 
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£ UMS/MS^^^ @*^*f^S#«^^fV7 hMa xE n t 3 

l«mt7^%^T^^o N^MOtr^tf^J (b^J) O— -SLOW °% 

[mi 9 ] 7** ftHttF PRLl'J ify KP4 Ofi^ge^J^f^&^-to 

> (PTH) -7^^t^> m^mLtzTJlsyT^v HiT5 /&<7>— £ 
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mm 
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[ma] 
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